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Ingredient Amount 

fumaric acid 0.5 g 

sodium chloride 2.0 g 

methyl paraben 0. 1 5 g 

propyl paraben 0.05 g 

granulated sugar 25.5 g 

sorbitol (70% solution) 1 2.85 g 

Veegum K (Vanderbilt Co.) 1 .0 g 

Flavoring 0.035 mL 

Colorings 0.5 mg 

distilled water q.s. to 100 mL 



Injectable Formulation 
The following ingredients are mixed to form an injectable formulation. 



Ingredient 


Amount 


compound of this invention 


1.2 g 


sodium acetate buffer solution 


0.4 M 2.0 mL 


HC1(1 N)orNaOH(l M) 


q.s. to suitable pH 


water (distilled, sterile) 


q.s.to 20 mL 



[00492] All of the above ingredients, except water, are combined and heated to 60- 
70.degree. C. with stirring. A sufficient quantity of water at 60.degree. C. is then 
added with vigorous stirring to emulsify the ingredients, and water then added q.s. to 
100 g. 

Suppository Formulation 
[00493] A suppository of total weight 2.5 g is prepared by mixing the compound of 
the invention with Witepsol.RTM. H-15 (triglycerides of saturated vegetable fatty 
acid; Riches-Nelson, Inc., New York), and has the following composition: 



Ingredient 


Quantity per tablet, mg 


compound of this invention 


500 


Witepsol®H-15 


balance 



[00494] The foregoing invention has been described in some detail by way of 
illustration and example, for purposes of clarity and understanding. The invention has 
been described with reference to various embodiments and techniques. However, it 
should be understood that many variations and modifications may be made while 
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remaining within the spirit and scope of the invention. It will be obvious to one of 
skill in the art that changes and modifications may be practiced within the scope of 
the appended claims. Therefore, it is to be understood that the above description is 
intended to be illustrative and not restrictive. All patents, patent applications and 
publications cited in this application are hereby incorporated by reference in their 
entirety for all purposes to the same extent as if each individual patent, patent 
application or publication were so individually denoted. 
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We claim: 

1 . A method of treating cancer which method comprises administering to a 
patient a therapeutically effective amount of a compound of Formula I: 




I 



or a pharmaceutical^ acceptable salt or solvate, thereof; or administering a 
pharmaceutical composition comprising a therapeutically effective amount of a 
compound of Formula I and a pharmaceutical^ acceptable carrier, excipient, or 
diluent in combination with one or more treatment(s) selected from surgery, one or 
more chemotherapeutic agent(s), one or more hormone therapy(s), one or more 
antibody(s), hypothermia therapy, radioactive iodine therapy, and radiation; wherein 
the Compound of Formula I is that where A, X, R 1 , R 2 , R 3 , R 4 , R 5 , R 6 > and R 7 are as 
defined in Group A, Group B, Group C, or Group D: 
Group A : 

A is arylene optionally substituted with one, two, three or four groups selected from 
R 10 , R 12 , R 14 , and R 16 where R 10 , R'\ R m and R 16 are independently hydrogen, 
alkyl, alkenyl, alkynyl, halo, haloalkoxy, hydroxy, alkoxy, amino, alkylamino, 
dialkylamino, haloalkyl, -NHSCOzR 8 , -CN, -C(0)R 8 , -C(0)OR 8 , -C(0)NR 8 R 8 ' 
and-NR 8 C(0)R 8 '; 

X is alkyl, halo, haloalkyl, or haloalkoxy; 

R 1 , R 2 , R 3 , R 4 , R 5 and R 6 are independently hydrogen, halo, nitro, -NR 8 R 8 , -OR 8 , 
-NHS(0) 2 R 8 , -CN, -S(0) m R 8 , -S(0)2NR 8 R 8 ', -C(0)R 8 , -C(0)OR 8 , 
-C(0)NR 8 R 8 ', -NR 8 C(0)OR 8 ', -NR 8 C(0)NR 8 R 8 ", -NR 8 C(0)OR 8 ', 
-NR 8 C(0)R 8 ', -CH 2 N(R 25 )(NR 25 »R 25b ), -CH 2 NR 25 C(=NH)(NR 25a R 2Sb ), 
.CH2NR 25 C(=NH)(N(R 25a )(N02),-CH 2 NR 25 C(=NH)(N(R 25a )(CN), 
-CH 2 NR 2S C(=NH)(R 25 ), -CHzNR^CfNR^'VCHCNO!), alkyl, alkenyl, 
alkynyl, cycloalkyl, heteroaryl, or heterocycloalkyl, where the alkyl, alkenyl, 
alkynyl, cycloalkyl, heteroaryl, and heterocycloalkyl are independently 
optionally substituted with one, two, three, four, five, six or seven groups 
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independently selected from halo, alkyl, haloalkyl, nitro, optionally substituted 
cycloalkyl, optionally substituted heterocycloalkyl, optionally substituted aryl, 
optionally substituted arylalkyl, optionally substituted heteroaryl, -OR 8 , 
-NR 8 R 8 , -NR 8 S(0) 2 R 9 , -CN, -S(0) m R 9 , -C(0)R 8 , -C(0)OR 8 , -C(0)NR 8 R 8 ', 
-NR*C(0)NR 8 'R g ", -NR 8 C(0)OR 8 ' and -NR 8 C(0)R 8 '; or one of R 1 and R 2 
together with the carbon to which they are attached, R 3 and R 4 together with 
the carbon to which they are attached, and R s and R 6 together with the carbon 
to which they are attached form C(0) or C(=NOH); 

misO, 1, or 2; 

R 7 is hydrogen, halo or alkyl; 

R 8 , R 8 and R 8 " are independently selected from hydrogen, hydroxy, optionally 

substituted alkoxy, alkyl, alkenyl, alkynyl, aryl, cycloalkyl, heteroaryl, and 
heterocycloalkyl; where the alkyl, alkenyl, alkynyl, aryl, cycloalkyl, 
heteroaryl, and heterocycloalkyl are independently optionally substituted with 
one, two three, four, or five groups independently selected from alkyl, halo, 
hydroxy, hydroxyalkyl, optionally substituted alkoxy, alkoxyalkyl, haloalkyl, 
carboxy, alkoxycarbonyl, alkenyloxycarbonyl, optionally substituted 
cycloalkyl, optionally substituted cycloalkyloxycarbonyl, optionally 
substituted aryl, optionally substituted aryloxy, optionally substituted 
aryloxycarbonyl, optionally substituted arylalkyl, optionally substituted 
arylalkyloxy, optionally substituted arylalkyloxycarbonyl, nitro, cyano, 
optionally substituted heterocycloalkyl, optionally substituted heteroaryl, 
-S(0)„R 31 (where n is 0, 1, or 2 and R 31 is optionally substituted alkyl, 
optionally substituted aryl, optionally substituted heterocycloalkyl, or 
optionally substituted heteroaryl), -NR^SOzR 34 * (where R 34 is hydrogen or 
alkyl and R 34a is alkyl, alkenyl, cycloalkyl, aryl, heteroaryl, or 
heterocycloalkyl), -S0 2 NR 3S R 35 ' (where R 35 is hydrogen or alkyl and R 35a is 
alkyl, alkenyl, cycloalkyl, aryl, heteroaryl, or heterocycloalkyl), 
-NR 32 C(0)R 32a (where R 32 is hydrogen or alkyl and R 32a is alkyl, alkenyl, 
alkoxy, or cycloalkyl), -NRV (where R 30 and R 30 ' are independently 
hydrogen, alkyl, or hydroxyalkyl), and -C(0)NR 33 R 33a (where R 33 is hydrogen 
or alkyl and R 33a is alkyl, alkenyl, alkynyl, or cycloalkyl); 
R 9 is alkyl, alkenyl, alkynyl, aryl, cycloalkyl, heteroaryl, and heterocycloalkyl; where 
the alkyl, alkenyl, alkynyl, aryl, cycloalkyl, heteroaryl, and heterocycloalkyl 
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are independently optionally substituted with one, two, three, four, or five 
groups selected from halo, hydroxy, alkyl, haloalkyl, haloalkoxy, amino, 
alkylamino, and dialkylamino; 

R 25 and R 25b are independently hydrogen, alkyl, alkenyl, optionally sbustituted 
cycloalkyl, or optionally substituted aryl; and 

R 25a is hydrogen, alkyl, or alkenyl; 

Group B : 

A is heteroarylene optionally substituted with one, two, three, or four groups selected 
from R 10 , R 12 , R 14 ,R 16 and R 19 where R 10 , R 12 , R ,4 and R 16 are independently 
hydrogen, alkyl, alkenyl, alkynyl, halo, haloalkoxy, hydroxy, alkoxy, cyano, 
amino, alkylamino, dialkylamino, haloalkyl, alkylsulfonylamino, 
alkylcarbonyl, alkenylcarbonyl, alkoxycarbonyl, alkenyloxycarbonyl, 
aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl, or 
alkylcarbonylamino; where R 19 is hydrogen, alkyl, or alkenyl; and where each 
alkyl and alkenyl, either alone or as part of another group within R 10 , R 1 , R , 
R 16 , and R 19 is independently optionally substituted with halo, hydroxy, or 
alkoxy; 

X is alkyl, halo, haloalkyl, or haloalkoxy; 

R 1 , R 2 , R 3 , R 4 , R 5 and R 6 are independently hydrogen, halo, nitro, -NR 8 R g , -OR 8 , 
-NHS(0) 2 R 8 , -CN, -S(0) m R 8 , -S(C»2NR 8 R 8 ', -C(0)R 8 , -C(0)OR 8 , 
-C(0)NR 8 R 8 ', -NR 8 C(0)OR 8 ', -NR 8 C(0)NR 8 R 8 ", -NR 8 C(0)OR 8 ', 
-NR 8 C(0)R 8 ', -CH 2 N(R 2S )(NR 25a R 25b ), -CH 2 NR 25 C(=NH)(NR 2Sa R 25b ), 
-CH 2 NR 25 C(=NH)(N(R 258 )(N0 2 ),-CH 2 NR 25 C(=NH)(N(R 258 )(CN) > 
-CH 2 NR 25 C(=NH)(R 25 ), -CH 2 NR 25 C(NR 25a R 25b )=CH(N0 2 ), alkyl, alkenyl, 
alkynyl, cycloalkyl, heteroaryl, or heterocycloalkyl, where the alkyl, alkenyl, 
alkynyl, cycloalkyl, heteroaryl, and heterocycloalkyl are independently 
optionally substituted with one, two, three, four, five, six or seven groups 
independently selected from halo, alkyl, haloalkyl, nitro, optionally substituted 
cycloalkyl, optionally substituted heterocycloalkyl, optionally substituted aryl, 
optionally substituted arylalkyl, optionally substituted heteroaryl, -OR 8 , 
-NR 8 R 8 , -NR 8 S(0)2R 9 , -CN, -S(0)„,R 9 , -C(0)R 8 , -C(0)OR 8 , -C(0)NR 8 R 8 ', 
-NR 8 C(0)NR 8 R 8 ",-NR 8 C(0)OR 8 ' and -NR 8 C(0)R 8 ', or one of R 1 and R 2 
together with the carbon to which they are attached, R 3 and R 4 together with 
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the carbon to which they are attached, and R 5 and R 6 together with the carbon 
to which they are attached form C(0) or C(=NOH); 
m is 1 or 2; 

R 7 is hydrogen, halo or alkyl; and 

R 8 , R 8 ' and R 8 are independently selected from hydrogen, hydroxy, optionally 
substituted alkoxy, alkyl, haloalkyl, alkenyl, alkynyl, aryl, cycloalkyl, 
heteroaryl, and heterocycloalkyl, where the alkyl, alkenyl, alkynyl, aryl, 
cycloalkyl, heteroaryl, and heterocycloalkyl are independently optionally 
substituted with one, two three, four, or five groups independently selected 
from alkyl, halo, hydroxy, hydroxyalkyl, optionally substituted alkoxy, 
alkoxyalkyl, haloalkyl, carboxy, carboxy ester, nitro, cyano, -S(0)„R 31 (where 
n is 0, 1, or 2 and R 31 is optionally substituted alkyl, optionally substituted 
aryl, optionally substituted cycloalkyl, optionally substituted heterocycloalkyl, 
or optionally substituted heteroaryl), -NR 36 S(0>2R 36a (where R 36 is hydrogen, 
alkyl, or alkenyl and R 36a is alkyl, alkenyl, optionally substituted aryl, 
optionally substituted cycloalkyl, optionally substituted heterocycloalkyl, or 
optionally substituted heteroaryl), -S(0)2NR 37 R 37a (where R 37 is hydrogen, 
alkyl, or alkenyl and R 37a is alkyl, alkenyl, optionally substituted aryl, 
optionally substituted cycloalkyl, optionally substituted heterocycloalkyl, or 
optionally substituted heteroaryl), optionally substituted cycloalkyl, optionally 
substituted heterocycloalkyl, optionally substituted aryl, optionally substituted 
arylalkyl, optionally substituted aryloxy, optionally substituted arylalkyloxy, 
optionally substituted heteroaryl, -NHC(0)R 32 (where R 32 is alkyl, alkenyl, 
alkoxy, or cycloalkyl) and -NR 30 R 30 (where R 30 and R 30 ' are independently 
hydrogen, alkyl, or hydroxyalkyl), and -C(0)NHR 33 (where R 33 is alkyl, 
alkenyl, alkynyl, or cycloalkyl); 

Group C : 

A is 




O 



(a) 
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where R 10 is hydrogen, alkyl, alkenyl, alkynyl, halo, haloalkoxy, hydroxy, alkoxy, 

amino, alkylamino, dialkylamino, haloalkyl, -NHS(0) 2 R 8 , -CN, -C(0)R 8 , - 

C(0)OR 8 , -C(0)NR 8 R 8 ' and-NR 8 C(0)R 8 '; 
R 10a is hydrogen, alkyl, or alkenyl; 
Y 1 is=CH-or=N-; 

X is alkyl, halo, haloalkyl, or haloalkoxy; 

R 1 , R 2 , R 3 , R 4 , R 3 and R 6 are independently hydrogen, halo, nitro, -NR 8 R 8 , -OR 8 , 
-NHS(0) 2 R 8 , -CN, -S(0) m R 8 , -SCO^NR'R 8 *, -C(0)R 8 , -C(0)OR 8 , 
-C(0)NR 8 R 8 ', -NR 8 C(0)OR 8 ', -NR 8 C(0)NR 8 R 8 ". -NR 8 C(0)OR 8 ', 
-NR 8 C(0)R 8 ", -CH 2 N(R 25 )(NR 25a R 25b ), -CH 2 NR 25 C(=NH)(NR 2Sa R 25b ), 
-CH 2 NR 25 C(=NH)(N(R 2Sa XN0 2 ),-CH 2 NR 25 C(=NH)(N(R 2Sa )(CN) ! 
-CH 2 NR 25 C(=NH)(R 25 ), -CH 2 NR 25 C(NR 25a R 2Sb )=CH(N0 2 ), alkyl, alkenyl, 
alkynyl, cycloalkyl, heteroaryl, or heterocycloalkyl, where the alkyl, alkenyl, 
alkynyl, cycloalkyl, heteroaryl, and heterocycloalkyl are independently 
optionally substituted with one, two, three, four, five, six or seven groups 
independently selected from halo, alkyl, haloalkyl, nitro, optionally substituted 
cycloalkyl, optionally substituted heterocycloalkyl, optionally substituted aryl, 
optionally substituted arylalkyl, optionally substituted heteroaryl, -OR 8 , 
-NR 8 R 8 , -NR 8 S(0)2R 9 , -CN, -S(0) m R 9 , -C(0)R 8 , -C(0)OR 8 , -C(0)NR 8 R 8 ', 
-NR 8 C(0)NR 8 'R 8 ",-NR 8 C(0)OR 8 ' and -NR 8 C(0)R 8 '; or one of R 1 and R 2 
together with the carbon to which they are attached, R 3 and R 4 together with 
the carbon to which they are attached, and R 5 and R 6 together with the carbon 
to which they are attached form C(O) or C(=NOH); 
m is 1 or 2; 

R 7 is hydrogen, halo or alkyl; and 

R 8 , R 8 and R 8 " are independently selected from hydrogen, hydroxy, optionally 
substituted alkoxy, alkyl, haloalkyl, alkenyl, alkynyl, aryl, cycloalkyl, 
heteroaryl, and heterocycloalkyl, where the alkyl, alkenyl, alkynyl, aryl, 
cycloalkyl, heteroaryl, and heterocycloalkyl are independently optionally 
substituted with one, two three, four, or five groups independently selected 
from alkyl, halo, hydroxy, hydroxyalkyl, optionally substituted alkoxy, 
alkoxyalkyl, haloalkyl, carboxy, carboxy ester, nitro, cyano, -S(0) n R (where 
n is 0, 1, or 2 and R 31 is optionally substituted alkyl, optionally substituted 
aryl, optionally substituted cycloalkyl, optionally substituted heterocycloalkyl. 
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or optionally substituted heteroaryl), -NR 3S S(0) 2 R 36a (where R 36 is hydrogen, 
alkyl, or alkenyl and R 36a is alkyl, alkenyl, optionally substituted aryl, 
optionally substituted cycloalkyl, optionally substituted heterocycloalkyl, or 
optionally substituted heteroaryl), -S(0)2NR 37 R 37a (where R 37 is hydrogen, 
alkyl, or alkenyl and R 37a is alkyl, alkenyl, optionally substituted aryl, 
optionally substituted cycloalkyl, optionally substituted heterocycloalkyl, or 
optionally substituted heteroaryl), optionally substituted cycloalkyl, optionally 
substituted heterocycloalkyl, optionally substituted aryl, optionally substituted 
arylalkyl, optionally substituted aryloxy, optionally substituted arylalkyloxy, 
optionally substituted heteroaryl, -NHC(0)R 32 (where R 32 is alkyl, alkenyl, 
alkoxy, or cycloalkyl) and -NR 30 R 30 (where R 30 and R 30 ' are independently 
hydrogen, alkyl, or hydroxyalkyl), and -C(0)NHR 33 (where R 33 is alkyl, 
alkenyl, alkynyl, or cycloalkyl); or 

Group D : 

A is 

o 

(b)or 

O 
(c) 

R 40 and R 408 are independently hydrogen or alkyl; 
X is alkyl, halo, haloalkyl, or haloalkoxy; 

R 1 , R 2 , R 3 , R 4 , R s and R 6 are independently hydrogen, halo, nitro, -NR 8 R 8 , -OR 8 , 
-NHS(0) 2 R 8 , -CN, -S(0) m R 8 , -S^NRV, -C(0)R 8 , -C(0)OR 8 , 
-C(0)NR 8 R 8 ', -NR 8 C(0)OR 8 ', -NR 8 C(0)NR 8 R 8 " -NR 8 C(0)OR 8 ', 
-NR 8 C(0)R 8 ', -CH 2 N(R 25 )(NR 25s R 25b ), -CH 2 NR 2S C(=NH)(NR 25a R 25b ), 
-CH 2 NR 25 C(=NH)(N(R 25 ")(N02),-CH2NR 25 C(=NH)(N(R 2S,, )(CN), 
-CH 2 NR 25 C(=NH)(R 2S ), -CHzNR^C^R^^^H^), alkyl, alkenyl, 
alkynyl, cycloalkyl, heteroaryl, or heterocycloalkyl, where the alkyl, alkenyl, 
alkynyl, cycloalkyl, heteroaryl, and heterocycloalkyl are independently 
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optionally substituted with one, two, three, four, five, six or seven groups 
independently selected from halo, alkyl, haloalkyl, nitro, optionally substituted 
cycloalkyl, optionally substituted heterocycloalkyl, optionally substituted aryl, 
optionally substituted arylalkyl, optionally substituted heteroaryl, -OR 8 , 
-NR 8 R 8 , -NR 8 S(0) 2 R 9 , -CN, -S(0) m R 9 , -C(0)R 8 , -C(0)OR 8 , -C(0)NR 8 R 8 ', 
-NR 8 C(0)NR 8 R 8 ",-NR 8 C(0)OR 8 ' and -NR 8 C(0)R 8 '; or one of R 1 and R 2 
together with the carbon to which they are attached, R 3 and R 4 together with 
the carbon to which they are attached, and R 5 and R 6 together with the carbon 
to which they are attached form C(0) or C(=NOH); 

m is 1 or 2; 

R 7 is hydrogen, halo or alkyl; and 

R 8 , R 8 ' and R 8 " are independently selected from hydrogen, hydroxy, optionally 
substituted alkoxy, alkyl, haloalkyl, alkenyl, alkynyl, aryl, cycloalkyl, 
heteroaryl, and heterocycloalkyl, where the alkyl, alkenyl, alkynyl, aryl, 
cycloalkyl, heteroaryl, and heterocycloalkyl are independently optionally 
substituted with one, two three, four, or five groups independently selected 
from alkyl, halo, hydroxy, hydroxyalkyl, optionally substituted alkoxy, 
alkoxyalkyl, haloalkyl, carboxy, carboxy ester, nitro, cyano, -S(0) n R 31 (where 
n is 0, 1, or 2 and R 31 is optionally substituted alkyl, optionally substituted 
aryl, optionally substituted cycloalkyl, optionally substituted heterocycloalkyl, 
or optionally substituted heteroaryl), -NR 36 S(0) 2 R 36a (where R 36 is hydrogen, 
alkyl, or alkenyl and R 36a is alkyl. alkenyl, optionally substituted aryl, 
optionally substituted cycloalkyl, optionally substituted heterocycloalkyl, or 
optionally substituted heteroaryl), -S(0)2NR 37 R 37a (where R 37 is hydrogen, 
alkyl, or alkenyl and R 37a is alkyl, alkenyl, optionally substituted aryl, 
optionally substituted cycloalkyl, optionally substituted heterocycloalkyl, or 
optionally substituted heteroaryl), optionally substituted cycloalkyl, optionally 
substituted heterocycloalkyl, optionally substituted aryl, optionally substituted 
arylalkyl, optionally substituted aryloxy, optionally substituted arylalkyloxy, 
optionally substituted heteroaryl, -NHC(0)R 32 (where R 32 is alkyl, alkenyl, 
alkoxy, or cycloalkyl) and -NRV (where R 30 and R 30 ' are independently 
hydrogen, alkyl, or hydroxyalkyl), and -C(0)NHR 33 (where R 33 is alkyl, 
alkenyl, alkynyl, or cycloalkyl)- 
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2. The method of claim 1 where the cancer is melanoma, colon cancer, rectal 
cancer, pancreatic cancer, breast cancer, non-small cell lung cancer, small cell lung 
cancer, papillary thyroid cancer, anaplastic thyroid cancer, endometrial cancer, or 
ovarian cancer. 

3 . The method according Claim 1 or 2 of treating cancer which method 
comprises administering to a patient a therapeutically effective amount of a 
compound of Formula I or a pharmaceutically acceptable salt or solvate, thereof; or 
administering a pharmaceutical composition comprising a therapeutically effective 
amount of a compound of Formula I and a pharmaceutically acceptable carrier, 
excipient, or diluent in combination with one or more chemotherapeutic agent(s). 

4. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
selected from a taxane(s), a platin(s), a topoisomerase inhibitor(s), an alkylating 
agent(s), an antimetabolite(s), an antimicrotubule agent(s), and a bcr-abl inhibitor(s). 

5. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
selected from rapamycin, carboplatin, cisplatin, oxaliplatin, gemcitabine, dacarbazine, 
topotecan, irinotecan, sorafenib, paclitaxel, and docetaxel. 

6. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
an AKT inhibitor. 

7. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
a cMET inhibitor. 

8. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
selected from 
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dicarboxamide 

2-nhenvl-jV-ar4-(9 //-purin-6-yloxy)phenyl1amino}carbon othioyl)acetamide 



iV-{3-fluoro-4-[(6-{[(2-morpholin-4-ylethyl)amino]carbonyl}-7//-pyrrolo[2,3- 
dlDv rimidin-4-vnoxv1phenyl}-iV-(4-fluorophenvncyclopropa ne-l,l-dicarboxaniide 



U|j/ynm"""^ j»/»"vr ik"*"»j*i J ' 1 f ' ' 

iV-[({3-fluoro-4-[(6-(methyloxy)-7-{[(3aR,6aS)-octahydrocyclopenta[c]pyrrol-5- 
vlmethynoxy}quinazolin-4-ynoxvlphenyl}amino)carbonothi ovl1-2-phenylacetamide 
7V-{[(3-fluoro-4-{[7-({[(3aR,6aS)-2-methyloctahydrocyclopenta[c]pyrrol-5- 
yl]methyl}oxy)-6-(methyloxy)quinazolin-4-yl]oxy}phenyl)amino]carbonothioyl}-2- 

phenylacetamide 



N- { [(4- { [6,7-bis(methyloxy)quinolin-4-y l]oxy } -3- 

fluorophenyl)(methyl)aminolcarbonothioyl ) -2-phenylacetamide . 

l .(4.{[6 ) 7-bis(methyloxy)quinolin-4-ynoxy)-3-fluorophe nvnimidazolidin-2-one 



1 -(4- { [6!7-bis(methyloxy)quinolin-4-yl]oxy} -3-fluorophenyl)-3- 
(phcnylmethyl)imidazolidin-2-one 



1 -(4- { [6,7-bis(methyloxy)quinolin-4-yl]oxy} -3-fluorophenyl)-3 - 

(phe nylacetyl)imidazolidin-2-one 

eWir(4-{r6J-bis(rnethyloxy)quinolin-4-yl1oxyl-3-fluoropheny l)amino1(oxo)acetate 



N- { [(4- {[6,7-bis(methyloxy)quinazolin-4-yl]amino} -3- 
fluorophenyDaminolcarbonothioyl } -2-phenylacetamide 

T1 — ~ , , , _ . . Z i ■ T_x • . _ 1 • A ..11 ^ f\ nrvrA»- 



^-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-iV-methyl-^-(2- 



phenylethyQsulfamide . . _ ; — -rrVT 

]v-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-3-(phenylmethyl)- 



l,2,4-oxadiazol-5-amine . __ _ . — — — 

l-(4-{r6, 7-bis(meth y loxv^quinolin-4-ynoxy}-3-fluorophenyl)pipendm-2-on e 

\ V * . . \ "7" "* \ •_ A ' 11 ,.\ 1 (lti/VFnrtKan */l \_ TiP _ 



^-(4-{[6 J 7-bis(methyloxy)quinolin-4-yl3oxy}-3-fluorophenyl)-Ar. 



( phenylmethyl)ethanediamide ^ , — 

^-(4-{[6J-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-4-phenyl-l,3-thiazol. 



2-aroine . — — — — - 

Af-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-^-(2- 



phenylethyPethanediamide 

jV-(4- { [6,7-bis(methyloxy)quinolin-4-yl]oxy } -3-fluorophenyl)- 1 - 



JT-VT-\L«I'"*-V" / J/1 ' * " 

phenylmethanesulfonamide _ _ 

N-(4-{ [6,7-bis(methyloxy)quinolin-4-yl]oxy} -3-fluorophenyl)-2- 



lL «,. — v J Jtt.- 

phenylethanesulfonamide . 

4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluoro-M 



(phenylmethyl)benzenesulfonamide 

4-{[6,7-bis(raethyloxy)quinolin-4-yl]oxy}^ 

(phenylmethyl)benzenesulfonamide „ 

4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluoro-iV-(2- 



phenylethyQbenzenesulfonamide 

4-{[6 J 7-bis(methyloxy)quinolin-4-yl]oxy}-3-nuoro-yV-methyl-^-(2- 



T-\ L«> « — v«-»v J /-I - 

phenylethyObenzenesulfonamide 



4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluoro^ 
phenylpropyQbcnzenesulfonamide 



460 



WO 2008/076415 



PCT/US2007/025751 



l-(4-{f6,7-bis(methyloxy)quinolin-4-yl1oxy}-3-fluorophenyl)pyrrolidin-2-one 



4-{[6,7-bis(methyloxy)guinolin-4-ynoxy}phenyl (phenylm ethyl)carbamate 



4-U6!7-bis(methyloxy)quinolin-4-yl1oxy}phenyl (2-phenylethyl )carbamate 



4-{[6,7-bis(methyloxy)quinolin-4-ylJoxy}-3-fluoro-^methyl-yV-(3 

phenylpropyl)benzenesulfonamide 

N-(4-{ [6,7-bis(methyloxy)quinolin-4-yl]oxy } -3-fluorophenyl)-W- 
phenylethanediamide 



IJilVllJf IV UiWiWiMiimv ^_ -- 

N- { [(3-fluoro-4- { [7- { [(2-methyloctahydrocyclopenta[c]pyrrol-5-yl)methyl]oxy} -6- 

(methyloxy)quinolin-4-yl]Qxy)phenyl)amino1carbonothioyl)-2-phenylacetamide 

A^-[(Z)-[(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3- 
fluorophenyl)aminoKimino)methyl^-2-phenylacetamide 



4-{[6J-bis(mewyloxy)quinolm^-yl]Qxy}-3-fluoro-W-[2- 
(phenyloxy)ethynbenzenesulfonamidc 



AW4- { [6,7-bis(methyloxy)quinolin-4-yl]oxy } -3-fluorophenyl)-bis-(3- 
phenylpropane- 1 -sulfonamide) 



#.(4- { [6,7-bis(methyloxy)quinolin-4-yl]oxy} -3-fluorophenyl)-3-phenylpropane- 1 - 
sulfonamide 



jV-[(4- { [6,7-bis(rnethyloxy)quinolin-4-yl]oxy } -3-fluorophenyl)sulfonyl]-A^ - 
phenylglycinamide 



^-(6-{f6,7-bis(methyloxy)quinolin-4-ylloxy}pyridin-3-yl)-2-phenylacetamide 



N- { [(6- { [6,7-bis(methyloxy)quinolin-4-yl]oxy } pyridin-3 -yl)amino]carbonothioyl } -2- 

phenylacetamide 

6-{r6J-bis(methyloxy)quinolin-4-yl]oxy)-13-benzothJazol-2-amine 

^ , r *■ „ ■ . , .* i \ i- A _.n 1 c 1 1 \\**mntYiiaTrt\. 



0-^[U,/-UISyilH;mymA.^ < /i4mimiiii— r-j.jwftj j ■ ,^ 

6- { r6J-b is(methyloxy)quinolin-4-ylloxy}-5-fluoro-l,3-benzothiazol-2-amine 



U-|[U,/-L>iayiii&uiy>wj',>H"""-'"" ^ J'J""Ji - ' — 

#.(6- { [6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-fluoro-l ,3-benzothiazol-2-yl)-2- 
phenylacetamide 



^.(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-Ar-(2-morpholin-4- 

ylethyl)ethanediamide _ . 

benzyl-{[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenylcarbamoyl]-methyl}- 

carbamic acid tert-butyl ester 

Af , .(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-iV - 



W-(6- { [6,7-bis(methyloxy)quinolin-4-yl]oxy } -1 ,3-benzothiazol-2-yl)-2- 
phenylacetamide 



(phenylmethyl)filycinamide . _ 

^*acetyl-^l -(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-Af - 



(phenylmethyi)glycinamide 



benzyl-{[6-(6,7-dimethoxy-quinolin-4-yloxy)-pyridin-3-ylcarbamoyl]-methyl}- 
carbamic acid tert-butyl ester 

N l -(6- { [6,7-bis(methyloxy)quinolin-4-yl]oxy }pyridin-3-yl)^- 

(phenylmethyl)glycinamide . % 

/^-acetyl-iVl-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}pyridin-3-yl)-iV - 
(phenylmethyl)glycinamide 



Af-(6-{r6,7-bis(methyloxy)quinolin-4-yl]oxy}pyridin-3-yn-3-phenyl propanamide 



^-(6-{f6J-bis(methyloxy)quinolin-4-ylloxy}pyridin-3-yl)'4-phenyl butanamide 
Af'-(6-{[6,7-bis(methyloxy)quinolin-4-yI]oxy}pyridin-3-yl)-^-methyl-Ar- 

(phenylmethyl)glycinamide . — 

yV-(4-{[6 J 7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-AT-{2-[4- 
(methyloxy)phenyl]ethyUethanediamide 
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^L(4.{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-Af z -methyl-iV i - 
(phenylmethyl)glycinamide 



4-[(2-amino- 1 } 3-benzothiazol-6-yl)oxy]-6,7-bis(methyloxy)- 1 -(2-oxo-2- 

phenylethyl)quinolinium . . 

iV-{[(4-{[6 I 7-bis(methyloxy)quinolin-4-yl]amino}phenyl)amino]carbonothioyl}-2- 

phenylacctamide 



Af-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-fluoro-l s 3-benzothiazol-2-yl)-3- 

phenylpropanamide . 

N-{ [(6-{ [6,7-bis(methyloxy)quinolin-4-yl]oxy} -5-chloropyridin-3- 

yl)amino]carbonothioyl}-2-phenylacetamide 

7V-(4-{[6 J 7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-iV-(2,3-dihydro-l//- 

inden- 1 -yl)ethanediamide _ — 

Af-(4-{t6,7-bis(methyloxy)quinolm-4-yl]oxy}-3-fluorophenyl)-iV-(2,3-dihydro-l//- 

inden-2-yl)ethanediamide . 

N-(4-{[6,7-bis(methyloxy)quinolin-4-yl]o^ 



tetrahydronaphthalen- 1 -yQethanediamide . — 

7V-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-Af-(2-phenylethyl)-iV- 

(phenylmethyl)sulfamide _ 

^'^.{[ej-bisCmethyloxyJquinolin^-ylJoxyJO-fluorophenyO-Ar- 

(trifluoroacetyl)glycinamide ____ 

^{[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenylcarbamoyl]-methyl}- 



benzamide 



^-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}pyridin-3-yl)-iV-(4- 



fluorophenyQpropanediamide . ■ — 

W-(4-{[6J-bis(methyloxy)quinolin-4-yl]o^ 
tetrahydronaphthalen-2-yllethanediamide 



rouaujwuimp"""">-" - j-i ■— 

#_(4.{[6,7-bis(methyloxy)quinolm^-yl^ 
methylphenynethvllethanediamide 



iV-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-N'-(2- 
phenylpropypethanediamide 



#.(4-{[6,7-bis(me*yloxy)quinolin-4^ 
chlorophenyDethyllethanediamide 



JV-(4-{[6,7-bis(methyloxy)quinolin-4-yi]oxy}-3-fluorophenyl)-W 



bis(phenylmethyl)sulfamide _ 

^-(4-{[6 J 7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-W-bis(2- 



phenylethyQsulfamide . _- 

ethyl [(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-chloropyridin-3- 



yl)aminol(oxo)acetate . — 

^-(6-{[6 f 7-bis(methyloxy)quinolin-4-yl]oxy}-5-chloropyridin-3-yl)-AT-(2- 



phenylethyl)ethanediamide , — 

^-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-chloropyridin-3-yl)-^-(4- 

fluorophenyDpropanediamide 

^.(4.{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-iV-(l ) 2 J 3 J 4- 

tetrahydronaphthalen-2-yl)ethanediamide . 

tf-(4-{[6,7-bis(methyloxy)quinolin-4-y^ 

methylpyrrolidin-2-yl)ethyl]ethanediamide 

#-(4-{[6,7-bis(methyloxy)quinolm-4-yl]oxy 



(phenyloxy)ethyncthanediamide . — 

iy.(4-U6,7-bis(methyloxy)quinolin-4-ynoxy}-3-nuorophenyl VjV-r2-hydroxy-l- 
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l-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-3-[(4- 

methylphenynsulfonyn-4-fphenylmethyl)imidazolidin-2-one 

W-(4-{[6,7-bis(methyloxy)quinolin-4^ 

phenylethyDethanediamide 

N-(4- { [6/7-bis(methyloxy)quinolin-4-y l]oxy } -3-fluorophenyl)-W- { [3- 

(trifluoromethyl)phenyl]methyl } ethanediamide 

iV-(4-{[6 ) 7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-N'-{2-[3- 
(trifluoromethyl)phenyllethvUethanediamide 



( phenylmethyt)ethyllurea 



N-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-chJoropyridin-3-yl)-3-oxo-4- 
phenylbutanamide 



^-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-chloropyridin-3-yl)-2-[3- 

(t rifluoromethvnphenynacetamide . 

6-{[6J-bis(methyloxy)quinolin-4-yl]oxy}-5-fluoro-Af-[2-(phenyloxy)ethyl]-l,3- 

benzothia2ol-2-amine 

6-{[6 J 7-bis(methyloxy)quinolin-4-yl]oxy}-5-fluoro-^-(2-pipendm-l-ylethyl)-l,3- 



benzothiazol-2-amine , 

6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-fluoro^-methyl-^-(2-phenylethyl)-l,3- 

benzothiazol-2-amine 



6- { [6,7-bis(methyloxy)quinolin-4-yl]oxy } -5-fluoro-W- { [3 
(trifluoromethyl)phenyl1methyU-l,3-benzo thiazol-2-amme 



6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-fluoro-^-(2-pyrrolidin-l-ylethyl)-l 



benzothiazol-2-amine 



6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-fluoro-A^-{2-[3- 
(trifluoromethynphenyllethyI)-l,3-benzoth iazol-2-amine 



^inilUUr»iiicuiyiy^i«-»j'i^"V J / r_ . — — - — 

W-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-chloropyndin-3-yl)-W-L3 



iv-Vu-xiu,»-««v..™- v — -J/1 T. 

(trifluoromethvnphenyllprop anediamide 

V-(6-{[6,7-bis(mWoxy)quinolin-4-yl]oxy}-5-fluoro-U 



(trifluoromethynphenyllacetamide . 

V-(4-{[6 } 7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyI)-Ar-{l3 



ftrifluoromethynphenynmethy Uglycinamide ;r^r7T 

V-(4-{[6 ) 7-bis(methyloxy)quinolin-4-ylJoxy}-3-fluorophenyl)-iV2-(2- 



phenylethyl)glycinamide ^ ^ , 

V-(4-{[6J-bis(methyloxy)quinolin^-yi]oxy}-3-fluorophenyl)-iV -{2-[3- 

ftrifluoromethyl) ph e nynethyl}glycinamide i^^n 

benzyl-{[5-chloro-6-(6,7-dimethoxy-quinolin-4-yIoxy)-pyr^ 



methyl ) -carbamic acid te rt-butyl eaic. ■ 

^'-(e-Uej-bisCmethyloxyJquinolin-^ylloxyi-S-chloropyndin-S-yl)-^ - 



bis(trifluoromethvnphenyl1a cetamide " — 

^<6-{[6J-bis(methyloxy)quinolin-4-yl]oxy}-5-fluoro-l,3-benzothiazol-2-yl)-2-l2- 



chloro-5- ftrifluoromethyl)phenyl]acetamide „__^ — . — - 

iV-{3-fluoro-4-[(6K m ethylW)-7-{[(l-methylpiperidin-4-yl)methyl]oxy}quinohn-4- 



vnoxylphenyl)-Ar-f2- P henylethyl)ethanediam ide nx ,„ 

^^ie^-bisCmethyloxyJquinolin^-ylloxyl^-fluorophenyO-^-Cl^^^- 



te trahyd^oisoquinolin- 1 -ylme thvllethanediamide - - 

^-(44[6J-biWthyloxy)quinolin^-yl]oxy}0-fluorophenyl)-Ar-[(2-methyl-l J 2 5 3 J 4- 



tetrahydroisoquinolin- 1 -yOmethyllethanediamide 
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W -(4- { [6 f 7-bis(methyloxy)quinolin-4-yl]oxy }-3-fluorophenyl)-^-methyl-^- { [3- 

(trifluoromethyl)phenynmethyl)glycinamide 

^'.(4.{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-iV -methyl-W -{2-[3- 

(trifluoromethyl)phenyl1ethyl}glycinamide 

iv l -(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-A^ -methyl-^V -(2- 
phenylethyl)glycinamide 



l-(4.{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-nuorophenyl)-4- 
(phenylmethyl)imidazolidin-2-one 



N-(6- { [6,7-bis(methyloxy)quinolin-4-yl]oxy } pyrida2in-3-yl)-iV-(4- 
fluorophenyl)propanediamide 



^-(6-{[6 J 7-bis(methyloxy)quinolin-4-yl]oxy}-5-chloropyridin-3-yl)-AT-(2 
chlorophenyQpropanediamide 



JV-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-chloropyridin-3-yl)-A''-(3- 

chlorophenynpropanediamide ; g 

^'-(6-{[6J-bis(methyloxy)quinolin-4-yl]oxy}-5-chloropyridin-3-yl)-Ar-methyl-N- 

(phenylmethyl)filycinamide . 

A/-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5-chloropyridin-3-yl)-AT-(4- 

chlorophenyl)propanediamide 



(2£)-iV-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-2- 
f(methyloxy)imino1propanamide 



(2E)-N-(4- { [6,7-bis(methyloxy)quinolin-4-yl]oxy } phenyl)-2- 

f(ethyloxy)imino1propanamide „ 

(2£)-iV-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-2- 



{ r(phenylmethyl)oxy]imino} propanamide _ — 

^-(4-{[6 > 7-bis(methyloxy)quinolin-4-yl]oxy)phenyl)-l-(p hen Y lmethyl)prolinamide 
l.(4-{[6J-bis(methyloxy)quinolin^-yl]oxy}phenyl)-3-[(4-methylphenyl)sulfonyl] 



4- (phenylmethyl)imidazolidin-2-one , ^ _ — 

l_(4- {[6 ,7-bis(methyloxy)qmnolin-4-yl]ox 



^. 0 (^{[67.bis(methyloxy)quinolin^-yl]oxy}phenyl)^-(phenylmethyl)^,5-dihyd^ 

l,3-oxazol-2-amine _ — . — 

6.7-bi S fmeth vloxY)-4-({4-f4-(phenylmethyl)piperazin-l-yllphenyl}ox y )quin ohne 

— , . .A - ■ — . — . n • i- a _.n ,.*_i™.„1\ A /"^KoTnilmpthvhninerazin-?- 



l-(4-{[67-bis(methyloxy)qui^ 



one . ^ 

^ , -(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-Ar- 

(phenylmethyQalaninamidc __ 

//^(4.{[6J^is(methyIoxy)quinolin-4-yl]oxy}phenyl)-Ar-methyl-iNr- 



(phenylmethyl)alaninamide — 

.(4_{ [6 t 7-bis(methyloxy)quinolin-4-yl)oxy }phenyl)-Ar- 



(phenylmethyl)leucinamide _ — 

iV l -(4-{[6,7-bis(methyloxy)quinolin-4-yl3oxy}phenyl)-Af -methyl-/r- 
(phenylmethyl)leucinamide 



jV'-(4-{r6jiis(methyloxy)quinolin-4-ynoxy)phenyl)-A^-(ph enYlmethyl)vahnamide 



4-(6,7-dimethQxy-quinolin-4 -ylamino)-jV-(3-phenyl-propyl)-ben2amide 

4-be n2vl-l-r4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyn- tetrahydro-pyrimidin-2-one 



t-UCIIZ,y 1- 1 -[-t-yu, / -uiiiivhiwaj M"'"" ■* J/ C < — - ■ ■ 

^-{3-Fluo^o^-[6-methoxy-7-(piIM;ridin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-^ , 
phenethyl-oxalamide 



pnenemyi-oxaiaiiiiuc _ — — - -. 

2-(Benzyl-methyl-amino)-Af-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyll-3-m ethyl- 
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butyramide , 

Af-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-2-phenoxyimino-propionamide 
2-Benzyloxyimino-//-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-2-phenyl- 

acetamide . 

4-r4-(4-Ben2yl-piperidin-l-yl)-phenoxy]-6 i 7-dimethoxy-quinoline 

//.[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-fl^ 

tetrahydro-isoquinolin- 1 -ylmethyl)-oxalamide 

Af-[4-(6,7-Dimetay-quinolin-4-yloxy)-3-fluoro-ph^ 

tetrahydro-isoquinolin- 1 -ylmethyQ-oxalamide 

4-(4-{3-Chloro-5-[2-(4-fluoro-phenylcarbamoyl)-acetylamino]-pyridin-2-yloxy}-6- 

methoxy-quinolin-7-yloxymethyl)-piperidine- 1 -carboxylic acid tert-butyl ester 

Ar-{5-Chloro-6-[6-methoxy-7-(piperidin-4-y]methoxy)-quinolin-4-yloxy]-pyridin-3- 

yl } -A/'-(4-fluoro-pheny l)-malonamide __ 

N- { 5-Chloro-6-[6-methoxy-7-( 1 -methyl-piperidin-4-ylmethoxy)-quinolin-4-yloxy]- 

pyridin-3-yl}-A/'-(4-fluoro-phenyl)-malonamide . . 

jV-{4-[7-(3-Diethylamino-propoxy)-6-methoxy-quinolin-4-yloxy]-3-fluoro-phenyl}- 

W-phenethyl-oxalamide „ — 

^{3-Fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-yloxy]- 

phenyl } -jV-phenethy 1-oxalamide _ 

Af-{3-Fluoro-4-[6-methoxy-7-(3-piperidin-l-yl-propoxy)-quinolin-4-yloxy]-phenyl}- 

jV-phenethyl-oxalamide 

Ar-{4-[7-(2-Diethylamino-ethoxy)-6-methoxy-quinolin-4-yloxy]-3-fluoro-phenyl}-AT- 

phenethyl-oxalamide . 

#-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4^ 

phenyll-A^-methyl-Ar-phenethyl-oxalamide . 

A^-{3-Fluoro-4-[6-methoxy-7-(2-methyl-octahydro-cyclopenta[c]pyrrol-5- 

ylmethoxy)-quinolin-4-yloxy1 -phenyl } -TV-phenethyl-oxalamide . 

iV-{3-Fluoro-4-[6-methoxy-7-(2-methyl-octahydro-cyclopenta[c]pyrrol-5- 

vlmethoxy)-quinazolin-4-yloxy1-phenyl}-N '-phenethyl-oxalamide . 

2-(3,4-Dihydro-l//-isoquinolin-2-yl)-iV-{3-fluoro-4-[6-methoxy-7-(l-methyl- 

piperidin-4-ylmethoxy)-quinolin-4-yloxy1-phenyl}-2-o xo-acetamide _ 

Af-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy)-phenyl}-2- 

oxo-2-(3-phenyl-pyrrolidin-l-yl)-acetamide — 

^.{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-2- 

oxo-2-(2-phenyl-morpholin-4-yl)-acetanude , 

Af-(2-Dimethylamino-2-phenyl-ethyl)-Ar-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4-yloxYl-phenyl } -oxalamide _ 

A^3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-qm 

(2-oxo-2-phenyl-ethyl)-oxalamide 

^-[5-Chloro-6-(6 J 7-dimethoxy-quinolin-4-yloxy)-pyridin-3-yl]-2,2-difluoro-^'-(4- 

fluoro-phenyQ-malonamide 

tf-Ber^l-WM3-fluoro-4-[6-methoxy-7-(l-methyl-pip^^ 

4-yloxyl-phenyU-oxalamide _ 

#-{3-Fluoro-4-[6-methoxy-7-(pir>eridin^-ylmetto^ 

r2-(2-fluoro-phenyl)-ethyn-oxalamide , 

M[2-(3-Chloro-phenyl)-ethyl]-/V , -{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4-yloxv|-phenyn-oxalamide 

N-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-iV- 

r2-(2-methoxy-phenyl)-ethyn-oxalamide 
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^-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-iV'- 

(2-pyridin-3 -yl-ethyl)-oxalamide 

^Benzyl-A^-iS-fluoro^-ie-methoxy-T-fpiperidin^-ylmethoxyJ-quinolin^-yloxy]- 

phenyl } -oxalamide . . 

Af-[2-(2,5-Dimethoxy-phenyl)-ethyl]-iV-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4-yloxyl-phenyl } -oxalamide 

A^{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethox 

[2-(2-trifluoromcthyl-phenyl)-ethyll-oxalamide . 

Ar-[2-(2-Ethoxy-phenyl)-ethyl]-AT-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4-yloxyl-phenyl}-oxalamide 

^[2-(2,4-Dimethyl-phenyl)-ethyl]-A^-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4-yloxy1-phenyl>-oxaIamide 

A^3-Fluoro-4-[6-memoxy-7-(piperidin-4-ylmemoxy)-quinolm^^ 

(IS -phenyl-2-p-tolyl-ethyQ-oxalamide 

A42-(4-Chloro-phenyl)-ethyl]-A^3-fluoro-4^ 

ylmethoxy)-quinolin-4-yloxy1-phenyi}-oxalamide 

A^-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmethoxy)-quinolin-4-yloxy]- 

phenyl}-oxalamic acid 

JV- { 3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylm^ 

[2-(3-fluoro-phenyl)-ethyl1-oxalamide . _ 

//-[2-(2-Chloro-phenyl)-ethyl]-A' , -{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4-yloxy]-phenyl)-oxalamide n 

jV-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-AT- 

r2-(3-mcthoxy-phenyI)-ethyl]-oxalamide 

N-( 1 ,2-Diphenyl-ethyl)-JV- { 3 -fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)- 

quinolin-4-yloxy]-phenyl } -oxalamide 

^-[2-(2,4-Dichloro-phenyl)-ethyl]-A^-{3-fluoro-4-[6-methoxy-7-(pipendin-4- 

ylmethoxy)-quinolin-4-yloxy1-phenyl ) -oxalamide 

iV-[2-(3,4-Dimethoxy-phenyl)-ethyl]-Ar-{3-fluoro-4-[6-methoxy-7-(pipendin-4- 

ylmethoxy)-quinolin-4-yloxyl-phenyl}-oxalamide _ 

Af-[2-(4-Ethyl-phenyl)-ethyl]-iV-{3-fluoro-4-[6-methoxy-7-(pipendin^-ylmethoxy)- 

quinoHn-4-yloxyl-phenyl}-oxalamide , 

iV-[2-(4-Ethoxy-phenyl)-ethyl]-^-{3-nuoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4-yloxy1-phenyl}-oxalamide 

jV-[2-(4-Ethoxy-3-methoxy-phenyl)-ethyl]-iV-{3-fluoro-4-[6-methoxy-7-(pipendin-4- 

ylmethoxy)-quinolin-4-yloxyl-phenyl}-o xalamide 

Af-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-iV- 

r2-(4-phenoxy-phenyl)-ethvn-oxalamide 

^[2-(3-Ethoxy-4-methoxy-phenyl)-ethyl]-^-{3-fluoro-4-[6-methoxy-7-(pipendin-4- 

ylmethoxy)-guinolin-4-yloxyl-phenyl ) -oxalamide . . 

A/-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-iV'- 

(2-pyridin-2-yl-ethyl)-oxalamide 

A^{3-Fluoro-4-[6-methoxy-7-0>iperidin-4-ylmeta 

f2-pyridin-4-yl-ethyl)-oxalamide „ -~— 

^-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-iV- 

r2-(4-fluoro-phenyl)-ethyll-oxalamide 

^V-[2-(2-Bromo-phenyl)-ethyl]-^-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin~4-yloxy1-phenyl)-oxalamide 

^-r2-(2-Chloro-6-fluoro-phenyl)-ethyn-^-{3-fluoro-4-[6 -methoxy-7-(pipendin-4- 
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ylmethoxy)-quinolin-4-yloxy1 -phenyl } -oxalamide 

N-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmemoxy)-quinolin-4^ 

(2y?-phenyI-propyl)-oxalamide __ „ 

JV-{3-FIuoro-4-[6-methoxy-7-(piperidin-4-ylmetto^ 

indan- 1 -yl-oxalamide 

7V-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmethoxy)-quinolin-4-yloxy]- 

phenyl}-jV-isobutyl-oxalamide 

Af-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmethoxy)-quinolin-4-yloxy]- 

phenyl}-A/'-(3-inethyl-butyl)-oxalamide 

N-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmethoxy)-quinolin-4-yloxy]- 

phenyl } -Af'-(2fl-phenyl-propyl)-oxalamide 

^{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmeta 

phenyl}-A/'-(2-phenyl-propyl)-oxalamide 

iV-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmethoxy)-quinolin-4-yloxy]- 

phenyl } -7V-indan-2-yl-oxalamide . 

AH3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmeta 

( 1 /?-phenyl-ethyl)-oxalamide - 

A^{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmemoxy)-quinolm^ 

( 1 iS-phenyl-ethyl)-oxaIamide 

^-[2-(3-Bromo-phenyl)-ethyl]-iV-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4-yloxy1-phenyl ) -oxalamide . 

^V-[2-(2,6-Dichloro-phenyl)-ethyl]-N'-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4-yloxy] -phenyl } -oxalamide . 

tf-[2-(2,4-lMcMoro-phenyl)-^ 

ylmethoxy)-guinolin-4-yloxy1 -phenyl } -oxalamide 

Af-(2-Benzo[l,3]dioxol-5-yl-ethyl)-iV-{3-nuoro-4-[6-methoxy-7-(pipendin-4- 

ylmethoxy)-quinolin-4-yloxvl-phenyl}-oxalamide _ 

iV-[2-(3-Bromo-4-niethoxy-phenyl)-ethyl]-^-{3-fluoro-4-[6-methoxy-7-(pipendm-4- 

ylmethoxy)-quinolin-4-yloxyl-phenyl > -oxalamide . 

Af-[2-(3,5-Dimethoxy-phenyl)-ethyl]-iV-{3-fluoro-4-[6-methoxy-7-(pipendin-4- 

ylmethoxy)-quinolin-4-yloxvl-phenyU-oxalamide 

iV-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-iV- 

(2-o-tolyl-ethyl)-oxalamide 

^-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-yV- 

(2-m-tolyl-ethyl)-oxalamide . :_ 

Af-[2-(3-Ethoxy-phenyl)-ethyl]-7V-{3-fluoro-4-[6-methoxy-7-(pipendm-4- 

ylmethoxy)-quinolin-4-yloxyl-phenyU-oxalamide — 

^.[2-(3,4-Dimethyl-phenyl)-ethyl]-^-{3-fluoro-4-[6-methoxy-7-(pipendin-4- 

ylmethoxy)-quinolin-4-yloxy1-phenyl>-oxalamide 

JV-[2-(2 J 5-Dimethyl-phenyl)-ethyl]-AT-{3-fluoro-4-[6-methoxy*7-(pipendin-4- 

ylmethoxy)-quinolin-4-yloxy1-pheny 1 ) -oxalamide , —~7~ 

Af-[2-(3-Chloro-4-propoxy-phenyl)-ethyl]-^-{3-fluoro-4-[6-methoxy-7-(pipendin-4- 

ylmethoxy)-guinolin-4-yloxy1-pheny 1 } -oxalamide . . 

iV-[2-(4-Butoxy-3-chloro-phenyl)-ethyl]-A^-{3-nuoro-4-[6-methoxy-7-(pipendin-4- 

ylmethoxy)-quinoHn-4-yloxvl-phenyU -oxalamide . _ 

Af-[2-(4-tert-Butyl-phenyl)-ethyl]-iV-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-guinolin-4-yloxvl-phenyl>-oxalamide 

N- { 3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl } -N 1 - 
r2-(4-sulfamoyl-phenyl)-ethvl1-oxalamide . 
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jV-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-yl^ 

f2-(4-hydroxy-3-methoxy-phcnyl)-ethyI]-Qxalamide 

A^{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinol^ 

[2-(3-hydroxy-4-methoxy-phenyl)-ethyl1-oxalamide 

^-(2,4-Dichloro-benzyl)-Ar-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)- 

quinolin-4-yloxyl-pheny 1 } -oxalamide . 

^-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-A/'- 

(4-fluoro-2-trifluoromethyl-benzyl)-oxalamide „ 

AM3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethox 

( 1 -p-toIyl-ethyl)-oxalamidc . 

JV-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-^- 

(3-fluoro-4-trifluoromethYl-benzyl)-oxalamide 

AH3-Chloro-4-fluoro-benzyl)-AM3-fluoro-4-[6-me^ 

quinolin-4-yloxy1-phenyl>-oxalamide . 

//-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-iV- 

r 1 -(3-methoxy-phenyl)-ethvl1-oxalamide 

W- { 3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmeta 

( 1 -naphthalen-2-yl-ethyl)-oxalamide 

A/-(4-Chloro-3-trifluoromethyl-benzyl)-iV , -{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4-yloxy]-phenyl}-oxalamide , . 

jV-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-qui^ 

( 1 -p-tolyl-ethyl)-oxalamide ~— 

Aq3-Fluoro^-[6-methoxy-7-(piperidin-4-ylmethoxy^ 

(6-trifluoromethyl-pyridin-3-ylmethyl)-oxalamide „ 

^-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-7V'- 

(2-methyl-benzyl)-oxalamide 

^.{3-Fluoro^-[6-methoxy-7-(piperidin^-ylmethoxy)^uinohn-4-yloxy]-pheny 

(3-methyl-benzyl)-oxalamide mnr~ 

^-{3-Fluoro^-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-AT- 

(4-fluoro-3-trifluoromemvl-benzyl)-oxalamide . 

^-(3,5-Dichloro-benzyl)-iV-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)- 

quinolin-4-yloxyl-phenyl } -oxalamide . 

AT-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-iV- 

(lR,2,3,4-tetrahydro-naphthalen-l-yl)-oxalamide -rrr^ 

Af-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-^- 

(lS,2,3,4-tetrahydro-naphthalen-l-yl)-oxalamide 

^Cyclopentyl-Ar-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinohn-4- 

yloxyl-phenyU-oxalamide 

Af-[l-(4-Bromo-phenyl)-ethyl]-A''-{3-fluoro-4-[6-methoxy-7-(pipendin-4- 

vImethoxy)-quinolin-4-yloxyl-phenyl } -oxalamide _ . — — 

Af-(2-Fluoro-benzyl)-^-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-qmnolin- 

4-yloxy]-phenyl)-oxalamide . ____ 

N-[2-0 ,4-Dichloro-phenyl)-ethyl] -TV- { 3-fluoro-4-[6-methoxy-7-(pipendin-4- 

ylmethoxy)-guinolin-4-yloxyl-phenyl ) -oxalamide . — 

Af-(4-Fluoro-benzyl)-A' , -{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinohn- 

4-yloxy1-phenyl)-oxalamide . 

iV-(2,3-Difluoro-benzyl)-^-{3-fluoro^-[6-methoxy-7-(piperidiii-4-ylmethoxy)- 

quinolin-4-yloxy1-phenyl>-oxalamide . 

jV-{3-Fluoro-4-r6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4- yloxy|-phenyl}-jV- 
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(2-phenoxy-ethyl)-oxal amide 



^-(2,2-Diphenyl-ethyl)-iV-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)- 
quinolin-4-yloxy]-phenyl } -oxalamide 



A^-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-A/'- 
[2-(4-methoxy-phenyl)-ethyl]-oxalamide 



Af-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-A/'- 
(2-phenyl-propyl)-oxalamide 



^-[2-(4-Bromo-phenyl)-ethyl]-A^-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 
ylmethoxy)-quinolin-4-yloxyl-phenyl}-oxalamide 



yV-{4-[7-(l-Ethyl-piperidin-4-ylmethoxy)-6-methoxy-quinolin-4-yloxy]-3-fluoro- 
phenyl}-2-oxo-2-(2-phenyl-morpholin-4-yl)-acetamide 



A^3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinoli^ 
(3-fluoro-5-trifluoromethyl-benzyl)-oxalamide 



//-(3,5-Difluoro-benzyl)-AT-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)- 

quinoIin-4-yloxy1-phenyl}-oxalamide _ 

iV-(2-Chloro-5-trifluoromethyl-benzyl)-Ar-{3-fluoro-4-[6-methoxy-7-(piperidin-4- 

ylmethoxy)-quinolin-4-yloxy1-phenyl)-oxalamide _ 

j /V.[4.(6 ) 7-Dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-A^-(2-dimethylamino-2- 



phenyl-ethyQ-oxalamide . 

A^{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmeta 

(4-methoxy-benzyl)-oxalamide , 

Af-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmeta 

(4-trifluoromethyl-benzyl)-oxal amide 

#-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)^ 



(3-methoxy-benzyl)-oxalamide „ 

^{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinohn-4-yloxy]-phenyl}-AT- 



(3-trifluoromethyl-benzyl)-oxalamide _ — „ . — _ 

tf-{3-Fluoro-4-[6-memoxy-7-(piperidin-4-ylmemoxy)-qui^ 



(3-trifluoromethoxy-benzyl)-oxalamide _ _ — 

JV-{3-Fluoro-4-[6-methoxy-7-(piperidm-4-ylmeftoxy)-q^^^ 



(2-methoxy-benzyl)-oxalamide . — _ -— — 

AM3-Fluoro-4-[6-mefooxy-7-(piperidin-4-ylm^ 

(2-trifluoromethyl-benzyl)-oxalamide . — 

Af-(3-Chloro-benzyl)-iV-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin- 



4-yloxyl-phenyl } -oxalamide — — 

JV-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-yto 



(2-trifluoromethoxy-benzyl)-oxalamide „ . — 

^(2-Chloro-benzyl)-A^-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinohn- 



4-yloxyl-phenyl } -oxalamide 



Af-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-^- 

(4-trifluoromethoxy-benzyl)-oxalamide 

iV-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmethoxy)-quinolin-4-yloxy]- 



phenyl)-iV-(4-methoxy-benzyl)-oxalamide 

W-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmethoxy)-quinohn-4-yloxy]- 



P nenyl)-Ar-(4-trifluoromethyI-benzyl)-oxalamide _ 

Af-{4-[7-(Azetidin-3-ylmethoxy)-6-methoxy-quinolin-4-yloxy]-3-fluoro-phenyl}-yV- 



phenethyl-oxalamide „ . — 

^-{3-Fluoro-4-[6-methoxy-7-(l-methyl-azetidin-3-ylmethoxy)-quinolm-4-yloxy]- 

phenyl}-jV-phenethyl-oxalamide _ — 



469 



WO 2008/076415 PCT/US2007/025751 



A^3-Fluoro-4-[6-mewoxy-7-(piperidin-4-ylmethoxy)-qm^^ 
(2-hydroxy-2-phenyl-ethyl)-oxalamide 



A/-[5-Cmoro-6-(6J-dimethoxy-quinolin-4-yloxy)-pyridin-3^ 

phenyQ-matonamide ™ 

iV-[5-Chloro-6-(6,7-dimethoxy-quinolin-4-yloxy)-pyridin-3-yl]-JV-(4-fluoro-phenyl)- 



jV-methyl-malonamide _ 

Af-{3-Fluoro-4-[6-metooxy-7-(piperidin-4-ylmethoxy)-qum^^^ 

( 1 R-phenyl-propyl)-oxal amide _ 

tf-{3-Fluoro4-[6-metboxy-7^pGr^ 
( 1 R-phenyl-propyl)-oxalamide 



^-(3,4-Difluoro-benzyl)-A/'-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)- 

quinolin-4-yloxyl-phenyl } -oxalamide 

^(2,6-Difluoro-benzyl)-iV-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)- 



quinolin-4-yloxy]-phenyl)-oxalamide _ __ 

^{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmethoxy)-quinolin-4-yloxy]- 

^u™„n_A^_r')^/'4.fliinrn.nVi(»nvlVftt>ivn-oxalamide 



phenyl}-iV-f2-(4-fluoro-phenyl)-ethyll-oxaIamide 

iV-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmethoxy)-quinolin-4-yloxy] 

phenyl } -AT-pheny 1-oxalamide 



phenyU-AT-phenyl-oxalamiae 

A/-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-^- 



( 3-fluoro-phenyl)-oxalamide . — — 

W-CWoro-3-fluoro-phenyl)-^-{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)- 



quinolin-4-yloxyl-phenyl ) -oxalamide m _ 

^(3,4-Dimethoxy-phenyl)-^-{3-fluoro^-[6-methoxy-7-(piperidin-4-ylmethoxy)- 



guinolin-4-yloxy1-phenyl)-oxalamide — 

^-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinohn-4-yloxy]-phenyl}-iV- 



(3-methyl-butyl)-oxalamide . . 

W-(3,3-Dimethyl-butyl)- J W-{3-fluoro-4-[6-methoxy-7-(pipendin-4-ylmethoxy) 



quinolin-4-yloxy|-phenyl } -oxalamide , _ — 

iV-{5-Chloro-6-[6-methoxy-7-(3-piperidin-l-yl-propoxy)-quinolin-4-yloxy]-pyndin- 



3- y l)-Ar-(4-fluoro-phenylVmalonamide . 

Af-{5-Chloro-6-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-yloxy] 



pyridin-3-yl)-A/'-(4-fluoro-phenyl)-malonamide — 

&-{5-ChloroU-[7-(3-diethylamino-propoxy)-6-methoxy^uinolin-4-yloxy]-pyridin- 



3 -yU-iV-(4-fluoro-phenyn-malonamide . , 

^-(4-Chloro-benzyl)-^-{3-fluoro-4-[6-memoxy-7-(piperidin-4-ylmete 



4-yloxyl-phenylt-oxalamide . — _ 

^-(3,5-Dimethoxy-benzyl)-^-{3-fluoro-4-[6-methoxy-7-(pipendin-4-ylmethoxy) 



q uinolin-4-y loxyl -phenyl } -oxalamide ^ — — 

7V-(4-Butyl-benzyl)-iV , -{3-fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinohn- 



4-yloxy]-phenyl)-oxalamide _ — 

^-{3-FluOTo-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-qumolin.4-yloxy]-phenyl}-JV'- 

( 2-p-tolyl-ethyl)-oxalamide ^ — . 

]v-(3,5-Bis-trifluoromethyl-beiizyl)-iv , -{3-fluoro-4-[6-methoxy-7-(pipendm-4- 



vlmethoxy)-quinolin-4-yloxy1- phenyl}-oxalamide ^ 

k{3-Fluoro^-[6-memoxy-7-(piperidin-4-ylmethoxy)-quinohn-4-yloxy]-phenyl}-N'- 



pyrazin-2-ylmethyl-oxalamide — — 

!v-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-^- 



pyridin-2-ylmethyl-oxalamide . . — — - 

iV-{3-Fluoro-4-f6-methoxy-7-(piperidin-4-ylmethoxy)-qu inazohn-4-yloxy1-phenyl)- 
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W-phenethyl-oxalamide . _ — 

^-{3-Fluoro-4-[6-methoxy-7-(l-methyl-piperidin-4-ylmethoxy)-quinazohn-4-yloxyJ- 



phenyl}-A^-phenethyl-oxalamide . 

^{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxyH 



(2-fluoro-3-trifluoromethyl-benzyl)-oxalamide _ 

^-[2-(2-Bromo-6-methoxy-phenyl)-ethyl]-iV-{3-fluoro-4-[6-methoxy-7-(pipendin-4- 

ylmethoxy)-quinolin-4-yloxyl-pheny 1 } -oxalamide 



^-[2-(3,4-Dimethoxy-phenyl)-ethyl]-A^- { 3 -fluoro-4-[6-methoxy-7-(pipendin-4- 

vlmet hoxv)-quinolin-4-yloxyl-phenyl}-A^-methyl-oxalamide 

^-[2-(5-Bromo-2-methoxy-phenyl)-ethyl]-JV'-{3-fluoro^-[6-methoxy^ 



vlmethoxy)-guinolin-4-yloxy1-phenyl}-oxalamidc 

k{3-Fluoro-446-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-^ - 



( 2-fluoro-5-trifluoromethyl-benzyl)-oxalamide 

k{3.Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy]-phenyl}-^ 



\ 1 -(4-fluoro-phenyl)-ethyl1-oxalamide — . 

Af-(lS-Benzyl-2-oxo-2-pyrrolidin-l-yi-ethyl)-iV.{3-fluoro-4 : [6-inethoxy-7- 

(piperidin-4-ylmethoxy)-quinolin-4-yloxyl-p henvn-oxalamide 

]v-{3-Fluoro-4-[6-methoxy-7-(octahydro-cyclopenta[c]pyrrol-5-ylmethoxy)- 
quinazo1in-4-vloxy1-phenyU-N'-phenethvl-oxalamide 



q uinazonn-f yiuAyr^iiwnT'<-j' k" ">"~— j- — . — — — 

iV-[2-(4-Amino-pbenyl)-ethyl]-^-{3-fluoro-4-[6-methoxy-7-(pipendin-4- 

vlmethox vVquinolin-4-ylox vyphenyl) -oxalamide — 

2-(4-Benzyl-piperidin-l^l)-^-{3-fluoro-4-[6-methoxy-7-(pipendm-4-ylmethoxy)- 



qu inolin-4-yloxyl-phenyl}-2- oxo-acetaniide 



malonamide . — — - — — ■ r— — 5 — 

iV-[5-Chloro-6-(6,7-dimethoxy-quinolin-4-yloxy)-pyndin-3-yl]-^-phenyl- 



2,2 -dimethyl-malonamide . 



^{3-FluoroZ[^ 



^{3-FluoroX[6-LA 



(2 -methoxy-ethyl)-oxalamide — _ — 

Vc y clo P ropylmeth y l-Ar-{3-nuoro : 4-[6-methoxy-7-(pipendin^-ylmethoxy)- 



Quinoliti-4-yloxvl-phenyl } - oxalamide _ 

Aq3-Fluoro-4-[6-methoxy-7^ 



(2-morpholin-4 -vl-ethyl)-oxalamide 

5v-{3-Fluoro-4-[6-methoxy-7-(piperidin-4-ylmethoxy)-quinolin-4-yloxy 

nxo-2-Dvrrolid in- 1 -yl-acetamide . . _ — - — - 

>-EthylV{3-fluoro-4-[6-methoxy^ 



phenyl}-jV-methyl-oxalamide 



pngnyif-iv-uicuij»-vAm M ...v~ __ — - — ■ 

^-(e-Uej-bisCmethyloxyJquinolin^-ylJoxyj-S-chloropyndin-S-yl)-^-^- 

fluorophenyncyclopropan e- 1 . 1 -dicarboxamide 



HUo ropnciiyi^y^w^mK""^ *»» _ — — - — - xn 

^(6-{f6J-bis(methvloxy)quinolin-4-yl1oxy)-5-chloropyndm- 3-yl)-Ar-(4- 
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fluorophenyl)cyclobutane- 1 , 1 -dicarboxamide 

JV-Ce-lte.T-bisCmethyloxyJquinolin^-ylloxyJ-S-chloropyridin-S-yl)-^- 

(phenyimethyl)cyclopropane-l , 1 -dicarboxamide . 

AH6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-5^ 

phenylcyclopropane- 1 . 1 -dicarboxamide 

N-[3-fluoro-4-({6-(methyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]quinolin-4- 

yl ) oxy)phenyn-iV-(4-fluorophenyl)cyclopropane- 1 . 1 -dicarboxamide 

^-[3-fluoro-4-({6-(methyloxy)-7-[(3-piperidin-l-ylpropyl)oxy]quinolin-4- 

yl}oxy)phenyll-iV-(4-fluorophenyl)cyclopropane-l,l-dicarboxamide 

A^-[3-fluoro-4-({6-(methyloxy)-7-[(3-piperidin-l-ylpropyl)oxy]quinolin-4- 

yl) oxy)phenyn- J /V-(4-fluoropheny Qcyclobutane- 1 , 1 -dicarboxamide 

iV-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}.5-chloropyridin-3-yl)-Ar-(2- 

phenylethyl)cyclopropane-l , 1 -dicarboxamide 

Ar-(6-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-2-methylpyridin-3-yl)-VV-(4- 

fluorophenyl)cyclopropane- 1 , 1 -dicarboxamide 

Af-{4-[(7-chloroquinolin-4-yl)oxy]-3-fluorophenyl}-iV-(4- 

fluorophenyQcyclopropane- 1 , 1 -dicarboxamide _ 

Ar.{4-[(7-chloroquinolin-4-yl)oxy]phenyl}-A/'-(4-fluorophenyl)cyclopropane-l,l- 

dicarboxamide . 

N-(4- { [6 J-bis(methyloxy)quinolin-4-yl]oxy }phenyl)-JV'-(4- 

fluorophenyl)cyclopropane- 1 , 1 -dicarboxamide 

Ar.(4-{[6,7-bis(methyloxy)quina2olin-4-yl]oxy}phenyl)-Ar-(4- 

fluorophenyQcyclopropane- 1 , 1 -dicarboxamide 

jV-(4-{[6,7-bis(methyloxy)quinazolin-4-yl]oxy}-3-fluorophenyl)-Ar-(4- 

fluorophenyDcyclopropane- 1 , 1 -dicarboxamide . 

W-[3-fluoro-4-({6-(methyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]quinazohn-4- 

vl) oxy)phenyl]-jV-(4-fluorophenyl)cyclop ropane-l,l-dicarboxamide . 

k{5-chWo-6-[(6-(m e myloxy)-7-{[(l-methylpiperidin-4-yl)methyl]oxy}qmnohn-4- 

yl)oxy1pyridin-3-yl}-iV-(4-fluorophenyl)cy clopropane-l,l-dicarboxamide 

N-[5-chloro-6-({6-(methyloxy)-7-[(piperidin-4-ylmethyl)oxy]quinohn-4- 
vl}o xv^pvridin-3-yn-iV 1 -(4-fluorophenyI)cyclopropane-l,l-dicarboxam ide 
V[5-chloro-6-({6Kmethyloxy)-7-[(phenyimethyl)oxy]quinolin-4-yl}ox 

yll -A/'-(4-fluorophenyl)cyclopropane- 1 , 1 -dicarboxamide „ 

W-{ [7- { [2-(diethylamino)ethyl]oxy }-6-(methyloxy)quinolin-4-yl]oxy} -3- 

fluorophenyl)-^-f4-fluorophenvl)cyclopro pane-l,l-dicarboxamide 

Af-(4-{[7-{[2-(diethylamino)ethyl]oxy}-6-(methyloxy)quinolin-4-yl]oxy}-3- 

fluo rophenvl)-Ar-(4-fluorophenyl)cyclobutane- 1 , 1 -dica rboxamide . — 

Ar-{3-fluoro4-[(6-(methyloxy)-7-{[(l-methylpiperidin-4-yl)methyl]oxy}qumazohn- 

4-yl)oxy1phenyl) -iV-(4-fluorophenyncyclopropane- 1 , 1 -dicarboxamide _ 

Af-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-2-methylphenyl)-^-(4- 

fluoropheny Qcyclopropane- 1 . 1 -dicarboxamide . 

iV-(4-fluorophenyl)-iV-[2-methyl-6-({6-(methyloxy)-7-[(3-morpholin-4- 

vlpropyl)oxy]quinolin-4-yl}oxv)pyridin-3-yl]cyclopropane-l,l-dicarboxa mide 

N-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-N'-(4- 

fluorophenyQcyclopropane- 1 , 1 -dicarboxamide . 

JV<6-{[6,7-bis(rOT^^ 

fluoropheny Qcyclopropane- 1 , 1 -dicarboxamide . 

iV-[3-fluoro-4-({7-(methyloxy)-6-[(3-morpholin-4-ylpropyl)oxy]quinazolin-4- 
yHoxy)phenyl1-jV-(4-fluorophenyl)cyclopr opane-l,l-dicarboxamide 
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#.(4- { [6,7-bis(methyloxy)quinolin-4-yl]oxy} -3 ,5 _ifluorophenyl)--V'-(4- 

fluoropheny Qcyclopropane- 1 , 1 -dicarboxamide 

#.(4-{[6,7-bis(methyloxy)quinolin^ 
fluoropheny Qcyclopropane- 1 , 1 -dicarboxamide 



A^-[3-fluoro-4-({7-(methyloxy)-6-[(3-morpholin-4-ylpropyl)oxy]quinolin-4- 
yl)oxy)phenyn-Ar-(4-fluorophenyi)cyclopropane-l,l-dicarboxamide 



iV-{3-fluoro-4-[(6-(methyloxy)-7-(2-methyloctahydrocyclo-penta[c]pyrrol-5- 
ylmethoxy)quinazolin-4-yl)oxy]phenyl}-iV-(4-fluorophenyl)cyclopropane- 1,1- 
dicarboxamide 



^-{3-fluoro-4-[(7-(methyloxy)-6- { [( 1 -methylpiperidin-4-yl)methyl]oxy}quinazolin- 

4-yl)oxy]phenyl)-A^-(4-fluorophenyl)cyclopropane-l,l-dicarboxamide 

Af-[5-fluoro-2-methyl-4-({6-(methyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]quinolin- 

4-yl }oxy)phenyl1-Ar-(4-fluorQpheny Qcyclopropane- 1 , 1 -dicarboxamide 

A/.(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxyh 
fluoropheny Qcyclopropane- 1 , 1 -dicarboxamide 



tf-(4-{t6,7-bis(memyloxy)quinolin-4-yl]oxy}-5-fl^ 
fluoropheny Qcyclopropane- 1 , 1 -dicarboxamide 



iiuuivpiiwijiyvj^v^"^**"^ « _ *■ — — ■ ■ 

^.(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}-2-chloro-5-methylphenyl)-Ar-(4- 

fluorophenyQcyclopropane- 1 , 1 -dicarboxamide _ 

Ar-(3-fluoro-4-{[6-hydroxy-7-(methyloxy)quinolin-4-yl]oxy}phenyl)-A/'-(4- 
fluorophenyQcyclopropane- 1 , 1 -dicarboxamide 



^-(4-fluorophenyl)-iV-[2-methyl-4-({6-(methyloxy)-7-[(3-morpholin-4- 
ylpropyl)oxy]guinolin-4-yl } oxy)phenyllcyclopropane- 1 , 1 -dicarboxamide 



A^-[3-fluoro-4-({6-(methyloxy)-7-[(3-piperazin-l-ylpropyl)oxy]quinolin-4- 

yl } oxy)phenyll--V-(4-fluoropheny Qcyclopropane- 1 , 1 -d icarboxamide 

iV-{3-fluoro-4-[(6-(methyloxy)-7-{[3-(4-methylpiperazin-l-yl)propyl]oxy}quinohn 

4-vQox vlphenyl}-N'-(4-fluorophenyQcyclopropane- 1 , 1 -dicarboxamide _ 

>-{3-fluoro-4-[(6-(memyloxy)-7-{[(l-methylpiperidin-4-yl)methyl]oxy}qumohn-4- 

y Qoxylphenyl ) -A/ 1 - (4-fluorophenyl)cyclopropane- 1 , 1 -d icarboxamide 

^-(4-fluorophenyl)-AM4-({^^ 



W-(4- { [6 } 7-bis(methyloxy)quinolin-4-yl]oxy} -2-chloro-5-fluorophenyl)-_V-(4- 



4-yl) oxy)phenvncyclopropane- 1 , 1 -dicarboxamide 

A/.(4-{[7-{[3-(diethylamino)propyl]oxy}-6-(methyloxy)quinolin-4-yl]oxy}-3- 



fluoroDhe nvQ-7V-(4-fluorophenyl)cycloprop ane- 1 . 1 -dicarboxamide 



fluorophenyQcvclopropane- 1 , 1 -dicarboxa mide — _____ 

A^4-{[6,7-bis(me*yloxy)-2-(methylthio)quinoH 

fluoropheny Qcyclopropane- 1 , 1 -dicarboxamide 



^-(4-fluorophenyl)-.V-(4-{[2-methyl-6 J 7-bis(methyloxy)quinazolin-4- 

ylloxy } phenyQcyclopropane- 1 , 1 -dicarboxamide 

iV-(4-{[2-amino-6 I 7-bis(methyloxy)quinolin-4-yl]oxy}-3-fluorophenyl)-7V-(4- 

fluorophenyQcyclopropane - 1 . 1 -dicarboxamide _ 

iV-(3-fluoro-4-{[2-(methylamino)-6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-/V- 

(4-fluorophenyQcyclopropane- 1 , 1 -dicarboxamide 

(lS,2R)-^-[3-fluoro-4-({6-(methyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]qumolin-4- 

y Uoxy)phenyl]-.V-(4-fluorophenyQ-2-metnylcyclopropane-l,l-dicarboxamid e 

(lR,2R)-_V-[3^fluoro-4-({6-(m^ 

vl loxv ■Dhenvn -/V-(4-fluorophenvQ-2-methylcvclopropane- 1 , 1 -dicarboxam ide 

* - . . .7 , .. — 7~ 1 ... "T ..tt i n /~„»u.,l~_._.Viii;«*_lin-/l-vllr»Yv'U 



yi|-»J-)rjpilCliyi[-VT -y-r-_iu\/--'K" w "J*/ - j— j ■ r — — — 

Af-(4-{[6-{[3-(diethylamino)propyl]oxy}-7-(methyloxy)quinolin : 4-yl]oxy}-3 
fluorophenyl)--V-(4-fluorophenyl)cyclopropane- 1 , 1 -di carboxamide 
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N-(4- { [6- { [2-(diethylamino)ethyl]oxy } -7-(methyloxy)quinolin-4-yl]oxy}-3- 

fluorophenyl)-A/'-(4-fluorophenyl)cyclopropane- 1 , 1 -dicarboxamide 

1 , 1 -dimethylethyl 4-(3-{ [4-[(2-fluoro-4-{[(l -{ [(4- 

fluorophenyl)amino]carbonyI}cyclopropyl)carbonyl3amino}phenyl)oxy]-6- 

(methyloxy)quinolin-7-yI1oxy}propyl)piperazine- 1 -carboxylate 

(lR,2R)-Af-[3-fluoro-4-({6-(methyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]quinazolin- 
4-yl}oxy)phenyll-Ar-(4-fluorophenyl)-2-methylcyclopropane-l,l-dicarboxamide 
( 1 R,2R)-Af-(4- { [7- { [2-(diethylamino)ethy l]oxy } -6-(methyloxy)quinazolin-4-yl]oxy } - 
3-fluorophenyI)-A/'-(4-fluorophenyl)-2-mediylcyclopropane- 1 1 1 -dicarboxamide 
iV-(4-{[7-{[3-(diethylamino)propyl]oxy}-6-(methyloxy)quinazolin-4-yl]oxy}-3- 

fluorophenyl)-iV-(4-fluorophenyl)cyclopropane- 1 , 1 -dicarboxamide 

JV-(4-{ [7-{ [3-(4-acetylpiperazin- 1 -yl)propyl]oxy} -6-(methyloxy)quinolin-4-yl]oxy} - 

3-fluorophenyl)-A/'-(4-fluorophenyl)cyclopropane-l,l-dicarboxamide 

1 , 1 -dimethylethyl 4-(3- { [4-[(2-fluoro-4- { [(( 1 R,2R)- 1 - { [(4- 

fluorophenyl)amino]carbonyl}-2-methylcyclopropyl)carbonyl]amino}phenyl)oxy]-6- 

(methyloxy)quinolin-7-ynoxy)propyl)piperazine-l-carboxylate 

#-(4-{ [6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-A' , -(4-fluorophenyl)- 1 - 

(pheny1mewyl)azetidine-3,3-dicarboxamide 

Af-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-AT-(4-fluorophenyl)azetidine- 

3,3-dicarboxamide . 

(lR,2S)-iV-{3-fluoro-4-[(6-(methyloxy)-7-{[3-(4-methylpiperazin-l- 
yl)propyl]oxy}quinolin-4-yl)oxy]phenyl } -jV-(4-fluorophenyl)-2- 

methylcyclopropane- 1 , 1 -dicarboxamide „ 

( 1 R,2R)-N- { 3-fluoro-4- [(6-(methyloxy)-7- { [3 -(4-methylpiperazin- 1 - 
yl)propyl]oxy}quinolin-4-yl)oxy]phenyl}-Ar-(4-fluorophenyl)-2- 

methylcyclopropane- 1 , 1 -dicarboxamide 

( 1 R,2R)-Af-[3-fluoro-4-( {6-(methyloxy)-7-[(3 -piperazin- 1 -ylpropyl)oxy]quinolin-4- 

yl}oxy)phenyll-A^-(4-fluorophenyl)-2-methylcyclopropane-l,l-dicarboxamide 

W-(3-fluoro-4-{[7-({3-[4-(l-methylethyl)piperazin-l-yl]propyl}oxy)-6- 
(methyloxy)quinolin-4-yl]oxy}phenyl)-iV-(4-fluorophenyl)cyclopropane-l , 1 - 

dicarboxamide 

Af-(4-{[7-{[3-(diethylamino)propyl]oxy}-6-(methyloxy)quinazolin-4-yl]oxy}-3- 

fluorophenyl)-Ar-(4-fluorophenyl)cyclopropane-l ,1 -dicarboxamide 

(lR,2R)-iV-(4-{[7-{[3-(diethylamino)propyl]oxy}-6-(methyloxy)quinolin-4-yl]oxy}- 

3-fluoropheny l)-jV-(4-fluorophenyl)-2-methylcyclopropane- 1 , 1 -dicarboxamide 

( 1 R,2R)-AH4- { [7- { [2-(diethy lamino)ethyl]oxy }-6-(methyloxy)quinolin-4-yl]oxy } -3- 

fluorophenyI)-7V-(4-fluorophenyl)-2-methyicyclopropane- 1 , 1 -dicarboxamide 

(1 R,2S)-#-(4-{(7-{ [3-(diethylamino)propyl]oxy} -6-(methyloxy)quinolin-4-yl]oxy } - 

3- fluorophenyl)-A^-(4-fluorophenyl)-2-methylcycIopropane- 1 , 1 -dicarboxamide 
(lR J 2S)-Af-(4-{[7-{[2-(diemylamino)ethyl]oxy}-6-(methyloxy)quinolin-4-yl]oxy}-3- 

fluorophenyl)-Ar-(4-fluorophenyl)-2-methylcyclopropane-l,l-dicarboxamide 

^(4-{[7-{[2-(diethylamino)ethyl]oxy}-6-(methyloxy)quinazolin-4-yl]oxy}-3- 

fluorophenyl)-A/'-(4-fluorophenyl)cyclobutane- 1 , 1 -dicarboxamide 

(l/?,25)-^-[3-fluoro-4-({6-(methyloxy)-7-[(3-piperazin-l-ylpropyl)oxy]quinolin-4- 

yl}oxy)phenyll-A/ 1 -(4-fluorophenyl)-2-methylcyclopropane-l,l-dicarboxam ide 

(l/?,2^,35)-^-[3-fluoro-4-({6-(methyloxy)-7-[(3-morpholin^-ylpropyl)oxy]quinolin- 

4- yl)oxy)phenyn-Ar-(4-fluorophenyn-2,3-dimethylcyclopropane-l,l-dicarboxamide 
(l/?,2y?,35)-^-{3-fluoro-4-[(6-(methyloxy)-7-{[3-(4-methylpipera2in-l- 
yi)propyl]oxy>quinolin-4-ynoxylphenyl}-A/'-(4-fluorophenyl)-2,3- 
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dimethylcyclopropane- 1 , 1 -dicarboxamide 

(lii^SSJ-A^-lS-fluoro^-fte-CmethyloxyJ-y-tCS-morpholin^- 
ylpropyl)oxy]quinazolin-4-yl}oxy)phenyl]-iV-(4-fluorophenyl)-2 J 3- 

dimethylcyclopropane-1 , 1 -dicarboxamide 

(li? ) 2/?,3S)^-{3-fluoro-4-[(6-(methyloxy)-7-{[3-(4-methylpiperazin-l- 
yl)propyl]oxy}quinazoHn-4-yl)oxy]pheiiyl}-JVH4-fl^^ 

dimethylcyclopropane- 1 ,1 -dicarboxamide 

A^[3-fluoro-4-({6-(memyloxy)-7-[(3-morpholin-4-ylpro 

yl } oxy)phenyIl-A^-(4-fluoropheny Qcyclobutane- 1 , 1 -dicarboxamide 

(2^,3i?)-A^-[3-fluoro-4-({6-(methyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]quinolin-4- 
yl}oxy)phenyll-A^-(4-fluorophenyl)-23^imethylcyclopropane-l,l-dicarboxamide 
(2/?,3^)-A/'-(4-{[7-{[3-(diethylamino)propyl]oxy}-6-(methyloxy)quinolin-4-yl]oxy}- 
3-fluorophenyl)-Ar-(4-fluorophenyl)-2J-dimethylcyclopropane-l,l-dicarboxamide 
^(4- { [7- { [3 -(diethylamino)propyl]oxy 

fluorophenyl)-iV-(4-fluorophenyl)-2,2-dimethylcyclQpropane- 1 , 1 -dicarboxamide 

A^-[3-fluoro-4-({6-(methyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]quinazolin-4- 

yl)oxy)phenvn-A/'-(4-fluorophenyl)-2,2-dimethylcyclopropane'l,l-dicarboxamide 

( 1 R,2R,3S)-N-(4- { [7- { [3-(diethylamino)propyl]oxy } -6-(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-Ar-(4-fluorophenyl)-2,3-dimethylcyclopropane-l,l- 

dicarboxamide . 

^.(4. { [7. { [2-(diethylamino)ethyl]oxy } -6-(methyloxy)quinolin-4-yl]oxy } -3- 

fluorophenyl)-jV-(4-fluorophenyl)-2,2-dimethylcyclopropane- 1 , 1 -dicarboxamide 

( 1 R,2R,3S)'N-(4- { [7- { [2-(diethylamino)ethyl]oxy } -6-(methyloxy)quinolin-4- 
yl]oxy}-3-fluorophenyl)-A/'-(4-fluorophenyl)-2 ) 3-dimethylcyclopropane-l,l- 

dicarboxamide , 

^[3-fluoro-4-({6-(methyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]quinohn-4- 

yl ) o X y)phenyll-jV-(4-fluorophenyl)-2,2-dimethylcyclopropane- 1 , 1 -d icarboxamide 

^-(4-{[7-{[2-(diethylamino)ethyl]oxy}-6-(methyloxy)quinazolin-4-yl]oxy}-3- 

fluorophenyl)-jV-(4-fluorophenyl)-2,2-dimethylcyclopropane- 1 , 1 -dic arboxamide 

7V-(4.{[7.{[3-(diethylamino)propyl]oxy}-6-(methyIoxy)quinazolin-4-yl]oxy}-3- 

fluorophenyl)-Ar-(4-fluorophenyl)-2,2-dimethylcycloprop ane- 1 , 1 -dicarboxamide 

^.(4-{[7-{[3-(diethylamino)propyl]oxy}-6-(methyloxy)quinazolin-4-yl]oxy}-3- 

fluorophenyn-iV-(4-fluoropheny Qcyclobutane- 1 , 1 -dicarboxamide 

^-{3-fluoro-4-[(6-(methyloxy)-7-{ [3-(4-methylpiperazin-l - 
yl)propyl]oxy}quinazolin-4-yl)oxy]phenyl} -^-(4-fluorophenyl)cyclobutane-l , 1 - 

dicarboxamide . — 

iV-[3-fluoro-4-({6-(methyloxy)-7-[(3-piperazin-l-ylpropyl)oxy]quinazolm-4- 

yl )oxy)phenyll-jV-(4-fluorophenyl)cyclobutane- 1 , 1 -dicarboxamide 

(2/?,3/i)-yV-[3-fluoro-4-({6-(methyloxy)-7-[(3-morpholin-4-ylpropyl)oxy]quinazonn- 
4-yUoxy)phenyl]-A/'-(4-fluorophenyl)-2,3-dimethylcycloproparie-1 .1-dicarboxamide 
^-(4-{[7-{[3-(diethylamino)propynoxy}-6-(methyloxy)quinolin-4-yl]oxy}-3- 

fluorophenyl)-W-(4-fluorophenyl)cyclobutane- 1 , 1 -dicarboxamide 

#-{3-fluoro-4-[(6-(methyloxy)-7-{[3-(4-mewylpipe 

4-yl)oxylphenyl } -jV-(4-fluoropheny l)cyclobutane- 1 , 1 - dicarboxamide 

(l/i,2/{)-Af-(4-{[7-{[3-(diethylamino)propyl]oxy}-6-(methyloxy)quinazolin-4- 
yl]oxy}-3-fluorophenyl)-A/'-(4-fluorophenyl)-2-methylcyclopropane-l,l- 

dicarboxamide „ — 

(li?,2^)-^-{3-fluoro-4-[(6-(methyloxy)-7-{[3-(4-methylpiperazin-l- 
yl)propylloxy>quinazolin-4-ynoxy1phenyl>-iV-(4-fluo rophenyi)-2- 
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methylcyclopropane-1 , 1 -dicarboxamide 

(2i? J 3^)-Af<4-{[7-{[2-(diethylamino)ethyl]oxy}-6-(methyloxy)quina2olin-4-yl]oxy}- 
3-fluorophenyl)-A''-(4-fluorophenyl)-2,3-dimethylcyclopropane-l,l-dicarboxamide 
(2/?,3/?)-^-(4-{[7-{[3-(diethylamino)propyl]oxy}-6-(methyloxy)quinazolin-4- 
yljoxy} -3-fluorophenyl)--A/ , -(4-fluorophenyl)-2,3-dimethylcyclopropane- 1,1- 

dicarboxamide , 

(l/2,2/?)-iV-[3-fluoro-4-({6-(methyloxy)-7-[(3-piperazin-l-ylpropyl)oxy]quinazolin-4- 

yl} oxy)phenyll-A^-(4-fluorophenyl)-2-methy lcyclopropane- 1 , 1 -dicarboxamide 

(2R t 3R)-N-(4- { [7- { [2-(diethylamino)ethyl]oxy}-6-(methyloxy)quinolin-4-yl]oxy}-3- 
fluorophenyl)-A/'-(4-fluorophenyl)-2,3-dimethylcyclopropane- 1 , 1 -dicarboxamide 
Af-(4-{[6 ) 7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-A/'-[(4- 

fluorophenyDmethyllcyclopropane-l ,1 -dicarboxamide 

iV-(4-{[6 ) 7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-JV-(2-morpholin-4- 

ylethyl)cyclopropane- 1 , 1 -dicarboxamide 

Af-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-JV-[2-(piperidin-l- 

ylmethyl)phenyncyclopropane-l,l-dicarboxamide 

^-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-AT-[2-(pyrrolidin-l- 

ylmethy l)phenyl]cyclopropane- 1 , 1 -dicarboxamide . 

iV-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-A/ , -[3-(morpholin-4- 

ylmethy Qphenyllcyclopropane- 1 , 1 -dicarboxamide . 

M(4-{[6 ) 7-bis(methyloxy)quinoliii-4-yl]oxy}phenyl)-iV , -[2-(morpholin-4- 

ylmethyl)phenyl]cyclopropane-l , 1 -dicarboxamide 

JV-(4-{[6 5 7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-^-phenylcyclopropane-l,l- 

dicarboxamide . _ 

Aq3-(aminomethyl)phenyl]-AT-(4- { [6,7-bis(methyloxy)quinolin-4- 

ylloxy}phenyl)cyclopropane-l,l-dicarboxamide . 

#_(4_{[6,7-bis(methyloxy)quinolin-4^ 

ylmethyQphenyllcyclopropane- 1 , 1 -dicarboxamide and 

Af-(4-{[6,7-bis(methyloxy)quinolin-4-yl]oxy}phenyl)-iV-[3-(pyrrolidin-l- 

vlmethyOphenyncyclopropane-l.l-dicarboxamideand . 

a single geometric isomer, stereoisomer, racemate, enantiomer, or diastereomer, 
thereof and optionally as a pharmaceutical^ acceptable salt, solvate, or hydrate 
thereof. „ ■ 

9. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
an EGFR inhibitor. 

10. The method of Claim 3 where one of the chemotherapeutic agent(s) is selected 
from Lapatinib (Tykerb®), gefitinib (Iressa®), erlotinib (Tarceva®), Zactima 
(ZD6474), AEE788, HKI-272, EKB-569, and CI 1033. 

11. The method of Claim 3 where one of the chemotherapeutic agent(s) is selected 

from 

iV-(3,4-dichloro-2-fluorophenyl)-7-({[(3a^,5r,6aS)-2-(l- 
methylethyl)octahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6- 

(methyloxy)quinazolin-4-amine 

^-(4-bromo-3-chloro-2-fluorophenyl)-7-({[(3a^,5r,6a5)-2-(l- 
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methylethyl)octahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6- 

(methyloxy)quina2olin-4-amine 

7-({[(3a&5r,6aS)-2-acetyloctahydrocyclopenta[c]py^ 

bromo-3-chtoro-2-fluorophenyl)-6-(methyloxy)quinazolin-4-amine 

A r -(4-bromo-3-chloro-2-fluorophenyl)-6-(methyloxy)-7-{[(3ai?,5r,6a5)- 

octahydrocyclopenta[c1pyrrol-5-ylmethyl]oxy}quinazolin-4-amine 

ethyl (3a^,6aS)-5-({[4-[(4-bromo-3-chloro-2-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy}methyl)hexahydrocyclopenta[c]pyrrole-2(l/y)- 

carboxylate 

iV-(4-bromo-3-chloro-2-fluorophenyl)-6-(methyloxy)-7-({[(3a/e > 5/- J 6a5)-2- 
(methylsulfonyl)octahydrocyclopenta[c]pyiTol-5-ynmethyl)oxy)quinazolin-4-amine 
JV-(3,4-dichloro-2-fluorophenyl)-7-( { [(3a7?,5r,6a5)-2- 

ethyloctahydrocyclopenta[c]pyrrol-5-yl]methyI}oxy)-6-(methyloxy)quinazolin-4- 

amine 

AK3,4-dichloro-2-fluorophenyl)-6-(methyloxy)-7-({^ 

methylpropyl)octahydrocyclopentarc1pyrrol-5-yl1methyl}oxy)quinazolin-4-amine 
N-(3 ,4-dichloro-2-fluorophenyl)-7-( { [(3ai?,5s,6a5)-2- 

methyloctahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 

amine . 

^-(4-bromo-3-chloro-2-fluorophenyl)-7-({[(3a/?,5s,6aS)-2- 
methyloctahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazohn-4- 

amine _ . 

AT-(3-chloro-2,4-difluorophenyl)-7-( { [(3a^,5s,6a5)-2- 

methyloctahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazohn-4- 



Af-(4,5-dichloro-2-fluorophenyl)-7-({[(3a^,5s,6a5)-2- 

methyloctahydrocyclopenta[c]pyrTol-5-yl]raethyl}oxy)-6-(methyloxy)quinazohn-4- 

amine 

^-(4-bromo-5-chloro-2-fluorophenyl)-7-({[(3aJ?,5s,6a5)-2- 
methyloctahydrocyclopenta[c]pym)l-5-yl]methyl}oxy)-6-(methyloxy)qujnazolin-4- 

amine . 

^-(4-bromo-2,3-dichlorophenyl)-7-({[(3a/f,5s,6aS)-2- 

methyloctahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazohn-4- 

amine . „ 

#:(3,4-dichlorophenyl)-7K{[(3a^5s,6aS)-2-methyto^ 

yl1methyl)oxy)-6-(methyloxy)guinazoIin-4-amine . 

N-(4-bromo-3-chloro-2-fluorophenyl)-7-({[(3a^,5r,6a5)-2- 
ethyloctahydrocyclopenta[c]pyn-ol-5-yl]methyl}oxy)-6-(methyloxy)quinazohn-4- 

amine . — 

^(4-bromo-3-chloro-2-fluorophenyl)-6-(methyloxy)-7-({[(3ai?,5r J 6a5)-2-(2- 

methylpropyl)octahydrocyclopenta[c]pyrrol-5-ynmethyl|oxy)guinaz olin-4-amine 

^-(4-bromo-2,3-dichlorophenyl)-7-{[(3R > 9aS).hexahydro-l//-[l,4]oxazino[3 I 4- 

cin,41oxazin-3-ylmethyl]oxy)-6-(methyloxy)quina2olin-4-amine 

Af-(4,5-dichloro-2-fluorophenyl)-7-{[(3R,9aS)-hexahydro-l//-[l,4]oxazino[3,4- 

cin,41oxazin-3-ylmethylloxy}-6-(methyloxy)quinazolin-4-amine 

tf-(4-bromo-5-chloro-2-fluorophenyl)-7- { [(3 R,9aS)-hexahydro- 1 H-[ \ ,4]oxazino[3,4- 

c] r 1 ,41oxazin-3-ylmethylloxy } -6-(methy loxy)guinazoIin-4-amine 

I jV-(3-chloro-2,4-difluorophenyl)-7-{ [(3 R,9aS)-hexahydro- !//-[! ,4]oxazino[3,4- 
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c][l,4]oxazin-3-ylmethyl]oxy}-6-(methyloxy)quina2olin-4-amine 

N~Q ,4-dichloro-2-fluorophenyl)-7- { [(3 S,9aS)-hexahydro- \H-[l ,4]oxazino[3 A- 

c1[l,41oxazin-3-ylmcthyl1oxy}-6-(methyloxy)quinazQlin-4-amine 

N-(4-bromo-3 -chloro-2-fluorophenyl)-7- { [(3 S,9aS)-hexahydro- 1 H-[ 1 ,4]oxazino[3 ,4- 

c][ 1 ,4]oxazin-3-ylmethyl1oxy} -6-(methyloxy)quinazolin-4-amine 

^-(3-chloro-2,4-difluorophenyl)-7-{[(3S 5 9aS)-hexahydro-l//-[l,4]oxazino[3,4- 

c1[l,4]oxazin-3-ylmethyl1oxy}-6-(methylQxy)quinazolin-4-amine 

AH3 5 4-dichlorophenyl)-7-[(hexahydro-l/H^ 

ylmethyl)Qxy1-6-(methyloxy)quinazolin-4-amine 

A/K4,5-dichloro-2-fluorophenyl)-7- { [(3 S,9aS)-hexahydro- 1 H-[ 1 ,4]oxazino[3,4- 

cl[l,41oxazin-3-ylmethylloxy}-6-(methyloxy)quinazolin-4-amine 

W-(4-bromo-2,3-dichlorophenyl)-7- { [(3 S,9aS)-hexahydro- 1 H-[ 1 ,4]oxazino[3 ,4- 

cl r 1 ,41oxazin-3-ylmethyl1oxy } -6-(methyloxy)guinazolin-4-amine 

^-(4-bromo-5-chloro-2-fluorophenyl)-7-{[(3S ( 9aS)-hexahydro-l/Y-[l,4]oxazino[3,4- 

c ][l,41oxazin-3-ylmethyl1oxy}-6-(methyloxy)quinazolin-4-amine 

A^-(3 J 4-dichloro-2-fluorophenyl)-7-{t(3R ) 9aS)-hexahydro-l//-[l,4]oxazino[3,4- 

c] [ 1 ,4]oxazin-3-ylmethylloxy } -6-(methyloxy)quinazolin-4-amine 

iV-(4-bromo-3-chloro-2-fluorophenyl)-7-{[(3R,9aS)-hexahydro-l//-[l,4]oxazino[3,4- 

c1fl,41oxazin-3-ylmethylloxy}-6-(methyloxy)quinazolin-4-amine 

N-(S ,4-dichlorophenyl)-7- { [(3R,8aR)-hexahydro- 1 #-pyrrolo[2, 1 -c] [ 1 ,4]oxazin-3- 

ylmethyl1oxy}-6-(methyloxy)quina2olin-4-amine 

iV-(4-bromo-5-chloro-2-fluorophenyl)-7-{[(3S,8aS)-hexahydro-l/f-pyrrolo[2 > l- 

elf 1 ,41oxazin-3-ylmethyl3oxy } -6-(meth y loxy)quinazolin-4-amine 

AT-(3,4-dichlorophenyl)-7-{ [(3S,8aR)-hexahydro- 1 //-pyrrolo[2, 1 -c][ 1 ,4]oxazin-3- 

ylmethyl]oxy}-6-(methyloxy)quinazolin-4-amine 

Ar-(3,4-dichlorophenyl)-7-{[(3S,8aS)-hexah y dro-l//-pyrrolo[2,l-c][l,4]oxazin-3- 

ylmethyl]oxy}-6-(methyloxy)quinazolin-4-aminc 

//-(3,4-dichlorophenyl)-7-{[(3R,8aS)-hexahydro-l//-pyrrolo[2,l-c][l,4]oxazin-3- 

ylmethyl]oxy}-6-(methyloxy)quinazoIin-4-amine 

^-(3,4-dichloro-2-fluorophenyl)-7-{[(3S,8aS)-hexahydro-lH-pyrrolo[2,l- 

c] f 1 ,41oxazin-3-ylmethynoxy ) -6-(methyloxy)guinazolin-4-amine 

AH4-bromo-3-chloro-2-fluorophenyl)-7- { [(3S,8aS)-hexahydro- 1 /f-pyrrolo[2, 1 - 

cin,41oxazin-3-ylmethynoxy}-6-(methyloxy)quinazolin-4-amine 

^-(3-chloro-2,4-difluorophenyl)-7-{[(3S J 8aS)-hexahydro-l//-pyrrolo[2,l- 

cin,41oxazin-3-ylmethyl]oxy}-6-(methyloxy)quinazolin-4-amine 

jV-(4-bromo-2,3-dichlorophenyl)-7-{^ 

ciri,41oxazin-3-ylmethyl1oxy}-6-(methyloxy)quinazolin-4-amine 

AT-(4,5-dichloro-2-fluorophenyl)-7-{[(3S,8aS)-hexahydro-l//-pyrrolo[2,l- 

cl f 1 ,41oxazin-3-ylmethyl1oxy ) -6-(methyloxy)guinazolin-4-ainine 

l,4:3,6-dianhydro-5-({[4-[(4-bromo-5-chloro-2-fluorophenyl)amino]-6- 

(methyloxy)quinazolin-7-ynoxy)methyl)-5-deoxy-2-0-methyl-D-xylo- hexitol 

l,4:3,6-dianhydro-5-deoxy-5-({[4-[(3,4-dichlorophenyl)amino]-6- 

(methyloxy)quina20lin-7-ynoxy)methyl)-2-0-methyl-D-glucitol 

l,4:3 J 6-dianhydro-5-deoxy-5-({[4-[(3,4-dichloro-2-fluorophenyl)amino]-6- 

(methyloxy)quina2olin-7-ylloxv>methyl)-2-0-methyl-D-xylo-hexitol 

l,4:3,6-dianhydro-5-({[4-[(4-bromo-3-chloro-2-fluorophenyl)aniino].6- 
(methyloxy)quinazolin-7-ypoxy)methyl)-5-deoxy-2-0-methyl-D-xylo- hexitol 
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l,4:3,6-dianhydro-5-({[4-[(3-chloro-2 5 4-diflu 

(methyloxy)guinazolin-7-yl]oxv>niethyl)-5-deoxy-2-0-me thvl-D-xylo-hexitol 
l,4:3,6-dianhydro-5-({[4-[(4-bromo-2,3-dichlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-ylloxy}methyl)-5-deoxy-2-0-methyI-D-glucitol 

l,4:3,6-dianhydro-2-deoxy-2-({[4-[(3,4-dichlorophenyl)amino]-6- 
(methyloxy)quina2olin-7-ynoxy}methyl)-5-0-methyl-D-threo-hcxitol 



^IICUIJIUAJ ;numnmiui- i -j ijuo/ j i»v"y - — J — : 

l,4:3,6-dianhydro-5-deoxy-5-({[4-[(4,5-dichloro-2-fluorophenyl)amino]-6- 

(methyloxy)quinazolin-7-ynoxy}methyl)-2-0-methyl-D-glucitol . 

(3S,9aS)-3-({[4-[(3,4-dichloro-2-fluorophenyl)amino]-6-(methyloxy)quinazolin-7- 

ynoxy)methyl)hexahydro-2//-pyridofl,2-alpyra2in-l(6//)-one . . 

(3S,9aR)-3-({[4-[(3,4-dichloro-2-fluorophenyl)amino]-6-(methyloxy)quina2olin-7- 



ynoxy}methyl)hexahydro-2//-pyrido[l,2-alpyrazin-l(6//)-one , 

(3S,8aS)-3-({[4-[(3,4-dichloro-2-fluorophenyl)amino]-6-(methyloxy)quinazolin-7- 

yl1oxy}methyl)hexahydropyrrolofl,2-a1pyrazin-l(2/Q-one 

(3S,8aR)-3-( { [4-[(3 ,4-dichloro-2-fluorophenyl)amino]-6-(methyloxy)quinazolin-7- 
ynoxy}methyl)hexahydropyrrolofl,2-a]pyrazin-l(2//)-one 



(3S,8aS)-3-({[4-[(4-bromo-3-chloro-2-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy>methyl)hexahydropyrrol ofl,2-alpyrazin-l(2tf)-one 
(3S,8aS)-3-({[4-[(3,4-djchloro-2-fluorophenyl)amino]-6-(methyloxy)quinazolin-7- 
vnoxy>methvlV2-methylhexahydropyrrolof 1 ,2-a]pyrazin- 1 (2fl)-one 



yHUAjf fiiifctiiji/ ^- ■ ' --Mr j ^ 1 

^(3,4-dichlorophenyl)-7-({2-[(8-methyl-8-azabicyclo[3.2.1]oct-3 

yl)amino1ethyUoxy)-6-(methyloxy)quinazolin-4-amine 

AH3,4-dichlorophenyl)-6-(methyloxy)-7^ 

cl [ 1 4]oxazin-6-ylmethyl loxy } quina2oIin-4-amine . 

AH3,4-dichlorophenyl)-7-^ 
(methyloxy)quinazoUn-4-amine 



(methyloxy)quinazolin-4-amine _ — 

AT-(3,4-dichlorophenyl)-7-{[(3aii,6aS)-2-metbyloctahydrocyclopenta[c]pyrrol-5 

vnoxy}-6-(methyloxy)quinazolin-4-amine 

JV-(3,4-dichlorophenyl)-7-[(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)oxy]-6- 



^(3,4-dichloroph e nyl)-7-{[(8-methyl-8-azabicyclo[3.2.1]oct-3-yl)methyl]oxy}-6- 



J ,- VJ ,-, U .v. 1 ™.v t - j; ^ 

(methyloxy)quinazolin-4-anune 

l,4:3,6-dianhydro-2-0-[4-[(4-bromo-5-chloro^ 
(methyloxy)quinazolin-7-yn-5-0-methyl-L-iditol 



^lIlCUlJUJAJf/^mum-"*"* i j.j - — j „ 

l,4:3,6-dianhydro-2-0-[4-[(3,4-dichloro-2-fluorophenyl)amino]-6- 



(methyloxy)quinazolin-7-yl]-5-Q-niethyl-L-iditol _ 

l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chloro-2-fluorophenyl)amino]-6- 

(metnyloxy)quinazolin-7-yl]-5-0-methyl-L-iditol 

l,4:3,6-dianhydro-2-0-methyl-5-0-{6-(methyloxy)-4.[(2,3,4- 

trichlorophenyl)amino lquin azolin-7-yl ) -L-iditol _ . 

''l ) 4:3 J 6-dianhydro-5-0-[4-[(3,4-dicWorophenyl)amino]-6.(meth^ 
yll-2-0-methvl-D-xylo-hexitol 



l,4:3 J 6-dianhydro-2-0-[4-[(4-bromo-2,3-dichlorophenyl)amino]-6- 

(roethyloxy)quinazoIin-7-yl]-5-Q-mcthyl-L-iditol 

l,4:3,6-diaiihydro-5-0-[4-[(4-bromo-3^Woro 
quinazolin-7-yll-L-sorbose ethylene glycol acetal 



l,4:3,6-dianhydro-2-0-[4-[(3-cWoro-2,4-difluoro 
(nietnyloxy)quinazolin-7-yl|-5-0-methyl-L-iditol _ 
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l } 4:3,6-dianhydro-2-0-[4-[(4,5-dichloro-2-fluorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl1-5-Q-methyl-L-iditol 

l } 4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl1-5-Q-(difluoromethyl)-L-iditol __ 

l,4:3,6-dianhydro-2-0-[4-[(3-chloro-2-fluorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl1-5-Q-methyl-L-iditol , 

l,4:3 J 6-dianhydro-2-0-[4-[(3,4-dichlorophenyl)amino]-6-(methyloxy)quinazolin-7- 

yn-5-O-methyl-L-iditol _ 

l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quina2olin-7-yl"l-5-Q-methyl-L-iditol 

l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl1-5-Q-ethyl-L-iditol 

l,4:3,6-dianhydro-2-0-[4-[(3-bromo-2-methylphenyl)am^ 

(methyloxy)quinazolin-7-yl1-5-0-methyl-L-iditol . 

l,4:3,6-dianhydro-2-0-[4-[(3-chloro-2-methylphenyl)amino]-6- 

(methyloxy)quinazolin-7-yl1-5-Q-methyl-L-iditol 

l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)guinazolin-7-yn-5-deoxy-D-xyio-hexitol 

l 1 4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)guinazolin-7-yn-5-0-methyl-D-glucitol 

methyl 3,6-anhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quina2olin-7-yn-2-Q-methvl-alpha-L-idofuranoside . . 

3,6-anhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazolin-7- 

yll-1 ,2-Q-(l -methylethylidene)-beta-L-xylo-hexofuranose 

l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)araino]-6- 

(methyloxy)quina2olin-7-yl]-5-deoxy-5-me thvlidene-D-xylo-hexitol _ 

methyl 3,6-anhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yll-2-0-methyl-be ta-L-idofuranoside 

^-(3 > 4-dichloro-2-fluorophenyl)-6-(methyloxy)-7-[(octahydro-2//-quinolizin-3- 

ylmethyl)oxylquinazolin-4-amine _ 

l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-{6-(methyloxy)-4-[(2,3,4- 

trifluorophenyl)amino]quinazolin-7-yl)-P-iditol 

l,4:3,6-dianhydro-5-0-[4-[(2-chloro-4-fluorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl1-2-deoxy-2-fl uoro-D-iditol 

l,4:3,6-dianhydro-5-0-[4-[(2-bromo-4-fluorophenyl)amino]-6- 

(methyloxy)guinazolin-7-yn-2-deoxy-2-fluoro-D-iditol 

l J 4:3 J 6-dianhydro-2-deoxy-5-0-[4-[(2,6-difluorophenyl)amino]-6- 

(methylQXy)quinazolin-7-yll-2-fluoro-D-iditol 

l,4:3,6-dianhydro-5-0-[4-[(3-chloro-2-nuorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yn-2-deoxy-2-fluoro-D-iditol . 

1 ,4:3 ,6-dianhydro-2-deoxy-2-fluoro-5-0-[4- { [4-fluoro-3- 

(trifluoromethyl)phenynamino>-6-fmethyloxy)quinazolin -7-yll-D-iditol 

l,4:3 I 6-dianhydro-2-deoxy-5-0-[4-[(2,4-difluorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl]-2-fluoro-D-iditol „ 

l,4:3,6-dianhydro-2-deoxy-5-0-[4-[(2,5-difluorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl1-2-fluoro-D-iditol 

l,4:3,6-dianhydro-2-deoxy-5-0-[4-[(2,3-difluorophenyl)amino]-6- 
| (methyloxy)quinazoUn-7-yl]-2-fluoro-D-iditol 
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l,4:3,6-dianhydro-5-0-[4-[(5-chloro-2-fluorophenyl)amino]-6- 

fmethvloxy)quinazolin-7-yll-2-deoxy-2-fluoro-D-iditol _ 

l,4:3,6^ianhydro-2-deaxy-5^[4-[a 

fmethyloxy)quinazolin-7-yll-2-fluoro-D-iditol — . . 

l,4:3,6-dianhydro-5-0-[4-[(3-chloro-4-fluo^ 

fmethyloxy)quina2olin-7-yll-2-deoxy-2-fluoro-D-iditol 

l,4:3,6-dianhydro-5-0-[4-[(4-bromo-2-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yll-2-deoxy-2-fluoro-D-iditol . 

l,4:3,6-dianhydro-2-deoxy-5-0-[4-[(3,4-dich^ 

(methyloxy)quinazolin-7-yiy2-fluoro-D-iditoI 

l,4:3,6-dianhydro-5-0-[4-[(4-bromo-5-chloro-2-fluorophenyl)amino]-6- 

fmethyloxy)quinazolin-7-yll-2-deoxy-2-flu oro-D-iditol . 

l J 4:3 J 6-dianhydro-2-deoxy-2-fluoro-5-0-{6-(methyloxy)-4-[(2 s 4 > 5- 

trifluorophenyl)amino]quinazolin-7»y 1 } -D-iditol 

l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-{6-(methyloxy)-4-[(2,4,6- 

trifluoroD henvnaminolqui na2olin-7-vl>-D-iditol . — — 

14-3,6-dianhydro-5-0-[4-({4-[(4-chlorophenyl)oxy]-3 ) 5-difluorophenyl}an 

fmethvloxy)quinazolin-7-yn-2- deoxv-2-fluoro-D-iditol 

14-3,6-dianhydro-5-0-[4-[(4-bromo-3-chloro-2-fluorophenyl)amino]-6- 

rmethyloxy)quinazolin-7-ylV2 -deoxy-2-fluoro-D-iditol 

1 4-3,6-dianhydro-5-0-[4-[(4-bromo-2,3-dichlorophenyl)amino]-6- 

(^^thvloxv^ uinazolin-7-yn-2-de oxv-2-fluoro-D-iditol 

lT36-dianhydro-5-0-[4-[(4-bromo-3-chloro-5-fluorophenyl)ammo]-6- 



trirhlnro phenvnaminolquinazo lin-7-yn-D-iditol 

l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-U-{«>-(methyloxy)-4-[(3 ) 4 J 5- 

trichIorophenynaminolquinazo lin-7-yU-D-iditol _^ 

1 4-3 6-dianhydro-5-0-[4-[(4-bromo-2-fluorophenyl)amino]-6- 

fmethyloxy)quinazolin-7-yll-2-d eoxv.2-fluQro-D-iditol 

1 4-3 6-dianhydro-5-0-[4-[(4-chloro-2-fluorophenyl)amino]-6- 

fmethYloxy)quinazolin-7-yn-2-deo xv-2-fluoro-D->ditol 

1 4:3 6-dianhydro-5-0-[4-[(3-chloro-2-methylphenyl)amino]-6- 



deo xv-2-fluoro-D-iditol . . . — r 

l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-l4-l(2-fluorophenyl)amir 

fmethyloxy)quina2olin-7-y n-D-iditol - 

l^^^dianhydro-S-O-^-KS-chlorophcnyOaminol-SKmethyloxyj 

rfenx v-2-fluoro-D-iditol — T 

"l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-l4-U4-fluorophenyl)amii 



^^^^^^^^^^^ 





deoxy-2-fluoro-D-iditol 
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l,4:3,6-dianhydro-2-deoxy-5-0-[4-[(2,4-dichlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl1-2-fluoro-D-iditol 

l,4:3,6-dianhydro-2-deoxy-5-0-[4-[(2 I 5-dichlorophenyl)amino]-6- 
(methyloxy)quinazolin'7-vl]-2-fluoro-D-iditol 



l,4:3,6-dianhydro-2-deoxy-5-0-[4-[(3 } 4-dichlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-vl]-2-fluoro-D-iditol 



l,4:3,6-dianhydro-5-0-[4-[(2-bromo-4,6-difluoro 

(methyloxy)guinazolin-7-yn-2-deoxy-2-fluoro-D-iditol 

l J 4:3,6-dianhydro-5-0-[4-{[4-chloro-3-(trifluoromethyl)phenyl]amino}-6- 

(methyloxy)quinazolin-7-yn-2-deoxy-2-fluoro-D-iditol _ 

l,4:3,6^anhydio-5^[4-{[2^hloro-5<trifluommethyl)phenyl]amuio}-fr 
(methvloxy)quinazolin-7-yl1-2-deoxy-2-fluoro-D-iditol 



l 5 4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-[4-{[2-fluoro-3- 
(t rifluoromethvl)phenyl1amino}-6-(methvIoxy)guinazo lin-7<yn-D-iditol 

. — . - - .. : \ i- A. rA tr^ x. e /■+-;flnr>»rtt«BtViA;l\r>hpnv11aminol- 



(UUIUWWIIBUlJIHAH.iiJ'l'""'"''! " V / J ' <■ 1 

l,4:3,6-dianhydro-5-0-[4-{[2-bromo-5-(trifluoromethyl)phenyl]amino}-6- 



1 J *t. - J ? U"UltllillJ'Mlv ~*r L t, L ~ \ - ' - - 

(methy1oxy)guinazolin-7-yll-2-deoxy-2-fluoro-D-iditol 

l,4:3,6-dianhydro-5-0-[4-{[2-bromo-4-(trifluoromethyl)phenyl]amino}-6- 



l^J.o-aiaimyaro-j-^-Lt-^-vi"" 1 " ' v — ' ^ 

fmethvloxy)quinazolin-7-yn-2-d eoxv-2-fluoro-D-iditol 

— TLl .. . < « i --i n. ~ C (~\ M _ i r4_fliir»rn. 



\msuiy»'.'Aj , i m"""*»-"**" ■ j | * 

l^^.e-dianhydro^-deoxy^-fluoro-S-O-^-t^-fluoro-^- 
(trifluoromethyl')phenvnamino}-6-(methvloxy)q um a zolin-7-vl1-D-iditol 
14:3 6-dianhydro-5-0-[4-{[3-bromo-5-(trifluoromethyl)phenyl]amino}-6- 



l, z f.j,o-aiannyuiu-J- , ^-Lt-\L-'-"»«"*" - v- * '* 

rmethvlo xvtouinazolin^-yll^- deoxv^-fluoro-D-iditol . - 

l,4:3i-dianhydro-5-0-[4'[(2-broniophenyl)amino]-6-(methyloxy)quinazolin-7-yl]-2- 



de oxy-2-fluoro-D-iditol . _ _ - — - — 

l J 4:3 s 6-dianhydro-5-0-[4-[(3-bromo P henyl)amino]-6-(methyloxy)qumazohn-7-yl]-2- 



deoxy-2-fluQro-D-iditol _ ,. n 0 

"l ) 4:3,6-dianhydro-5-0-[4-[(4-bromophenyl)amino].6<niethyloxy)quinazohn-7-yl]-2- 



deoxy-2-fluoro-D-iditol 

14:3,6-dianhydro-5-0-[4-[(3-bromo-4-methylphenyl)aimno]-6- 



(methvloxy)quinazolin-7-yl1-2-d eoxv-2-flttoro-D-iditol 



tmeinyivJAY/Mm""-" 11 " ' j J / ; — ——- 

U^.e-dianhydro-S-O-^-lCS-chloro^-raethylphenyOamino]^- 



f methyloxy)quinazolin-7-yll-2-de oxy-2-fluoro-D-iditol 

l,4:3,6-dianhydro-2-deoxy-5-0-[4-[(3 ) 5-dimethylphenyl)ammo]-6- 



*:j,o-aiannyuru-^-uwA/--''v- l -r 

iethyloxy)quinazolin-7-yl]-2-fluoro-D-iditol 



(mgmyiuAyjMuiua^^""-' j'j — : — — — - 

1 4:3 6-dianhydro-5-0-[4-{[2,5-bis(methyloxy)phenyl]amino}-6- 



f methvloxy)quinazolin-7-vn-2-deo xv-2-fluoro-D-iditol 

M^i-di^ydro-S-O-H-US-chloro^^-bisCmethy^phenyllaminoJ-e- 



(methyloxy)quinazolin-7-yll-2-deo x v-2-fluoro-D-iditol 
14:3 ^^ydro-5^[M[4^oto-2,5-bis(methyloxy)phenyl]amino}-6- 



l,t,J,U-Ul<UllI^UH->-J L " IL ■ ~ » " ' . : 

rmethyloxy)guinazolin-7-yn-2 -deQXV-2-fluoro-D-iditol 

1 4:3 6-dianhydro-5-0-[4-[(3-chloro-2,4-difluorophenyl)amino]-6. 



fm ethvloxy)quinazolin-7-yll-2-de oxv-2-fluoro-D-iditol 



N-(4-bromo-3-chioropnenyi;-/-tUJa i '^" ™™T™' / 
di oxolane-4,3'-furor3.2-bliViran1-6'-vnoxy>-6-(methyloxv)quina 2 olm-4-amine 

— — . _ ' — 7. : ^ ta tia i i «U1rtri-itAVi»nvnaminn"l-6- 



aioxoianc-t,j -iui»ij.^ " ■" v ' " * ■ 

l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 
rmethvloxv)quinazolin-7.yn-5-Q-methvl-5-C-r(methyloxv)met hyl1-L-glucitol 



1 4-3 6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 
fmethyloxy)quina2olin-7.yn-5-0-(methylsulfonyl)-L-glucito l 
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l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6 



fmethyloxy)quinazolin-7-yn-L-glucitoI ■ 

1 4-3 6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yI]-5 -S-methyl-5-thio-D-iditol 



(meinyiuxyjquiu<M.viiii-f-j" | - — j- -__ ~ — — — 

1 4-3 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 
(methyloxy)quinazolin-7-vll-2-deoxy-2-morpholin-4-yl-D- iditol 



imeinyiuxyji4uiuawi"i-'-J" | "■> r < — 

1 4-3 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)ammo]-6- 
( methyloxy)quinazolin.7-yH-2-deoxv-2-(4-methylp iperazin-l-yl)-D-iditol 

— : — ~. . . . . f n ri tia i 1 nUlnmnhanultaminnl-^- 



(metnyloxy)quinazoiin-/-yi|-^-u w ^Y-^ v- r ^^r^LLtnc * 

1 4-3 s 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 
fmeth vloxv Vinazolin-7-yl1-2-d eoxy-2-pyrrolidin- 1 -yl-D-iditol 
-r~z — — I . . - r j- c f\ f a ha _K»«mn.^.nhlr>rrinhenvl 



(m etnyioxyiquuiazoiin-/-yM-^-uwAjr-^.-p l T>^ - j- - -— — 

2-0-acetyl-l'4:3 > 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yn-D-iditol 



l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 



(methyloxy)quinazolin-7-yn-D-iditol . . — _ _ — _ — 

1 4 3 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino)-6- 
f methyloxy)quinazoUn-7-yl1-2-deoxv-2-(methylsulfonyl)-D -iditol 
2-amino-l,4:3 ) 6-dianhydro-5-0-[4-[(4-bromo.3-chlorophenyl)amino]-6- 

. . * • _ -i _.n j — rvj^itni 



z-aniino-i,t.j,'j-ui<uiii i j'«iv. w L . lv . ... 

(methyloxy)quinazolin-7-yIV2-deoxy-D-iditol, 

1 4-3 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 
(methvloxy)quina2oUn-7-yn-2-deoxv-2-(dimeth ylammo)-D-iditol 
14:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 



( m ethyloxy)quinazolin-7-yn-2-d eoxv-2-(diethylamino)-D-iditol 
1 4-3 6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 



1 ,4:3,6-dianhyaroo-UH^-l^-or«»'"-^^"*" 1 ^-'v ^~ " V t 
fm ethvloxy)quinazolin-7-yl1-2-deoxy-2-pipe ridm-l-yl-D-iditol 

2Wtylamino)-l,4:3,6-dianh y dro-5-0-[4-[(4-bromo-3-^^ 

. - . . it.. J T>_;/1itr>1 



Z-(acetyiammoj-i,t.j,u-ui<umj'M»«--' ~ t - L \- 

f methyloxy)qui n a 7Qlin-7-vH-2-deoxy-D-iditol 

1 4-3 6-dianhydro-2-0-[4-[(4-bromo-3-chlorophen y l)amino]-6- 

l,4 : 3 I 6-dianhydro-5-0-[4-[(4-bromo-3-chIorophenyl)ammo]-6- 
' ' . , . ■- . % .n -i o.r/wthv Un fonvnaminol-D-iditol 



l 4:3 I 6-dianhydro-5-U-l4-l^-oromoo-wuuiv F .^» / ./»». »-j - 
f ;^ Y i^ y w;n ay olin-7-vl1-2-deoxy-2-frmethvlsulfonvl)amin^ 

MiniaXdro-2-deoxy^^^ 



v i)phenvllamino>Quinazolin-7-yl)-D-idito l 

t4^^ydro-2-deoxy-2to 

vh Dhenynamino>-6-fmethyloxy)q iiinazQlin-7-yll-P-iditol 

i4 3,64Lydro-2- deoxy-5-oT4-{[2.3-dichloro-4^^^ 



l,4:3,6-dianhydro-i-aeoxyo-^-i'»-u^.-'^'"""-" - """y - - 
vn P h e nvl1amino}-64methvloxy)quin a 2oIin-7- vll-2- fluoro-D-iditol 

tfe^a^d^ 
yi)phenynan^ 

1 4-3 6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 
(^.thv1nxv->q uinazolin-7-yll-5-C-f tTifluoromethyl)-D-glucitol 



aldicZo^ 

oxazepan-2-yl1methyl)oxy)q uinazohn -4-amme 



u Aa^st^*" 1 j * » •> — j * ~ — 

JV-(3,4-dichloro-2-fluorophenyl)-7-({[(3a^,6aS^2-(l- 
methylethyl)octahydrocyclopentatc]pyiTol-5-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-amine 



JV-(4-bromo-3-chloro-2-fluorophenyl)-7-({[(3a^,6aS)-2-(l- 
methylethyl)octahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6- 
(methyloxy)quinazolin-4-amine — . 
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7-({[(3atf,6aS)-2-acetyloctahydroc^ 
t-rh1orQ-2-fluor oDhenvlV6-(methyloxy)quinazolin-4-amine 

. . ■ : 1 — TT . £ f +u. r | rt „„\.'7-/r/"» 



W-bromo-3-chloro-2-fluorophenyl)-6-(methy^ 
octahydrocyclopentafclpyrrol-5-ylmethynoxy}guinazolin-4-amine 



ethyl (3a/?,5r,6aS)-5-[({4-[(4-bromo-3-chloro-2-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl}oxy)methyl]hexahydrocyclopenta[c]pyrrole-2(l//)- 
carboxylate 



iV-(4-bromo-3-chloro-2-fluorophenyl)-6-(methyloxy)-7-({[(3a/? J 6aS)-2- 
fm ethvIsulfonynoctahydrocy C lopentarc1pyrrol-5 -yl1methyl}oxy)quinazohn-4-amme 

— . .. . . _ . t\ i r i r/-i _ n ""> «*k<rl nM«li«/1rni'«cl nncntfl f/?l nVTTO 



(meinyisuiionyi;ociiniymvvy^iMi^" M i v iHj»*"» " j-i- j-'-v/i- - 

^(S^-dichloro^-fluorophenylJ-T-ClffSa^^a^^-ethyloctahydrocyclopenta^pyrrol- 



N-Q 4-dichloro-2-fluorophenyl)-6-(methyloxy)-7-({[(3aR s 6a5)-2-(2- 
methvlpropyl)octahydrocyclopentafclpyrrol-5- y l lmethyl)oxy)quinazolin-4-amine 



(methyl}oxy)-6-(methyloxv)guinazolin-4-amine 



AM3,4-dichloro-2-fluorophenyl)-7-({[(3a^6aS)-2- 
methyloctahydrocyclopenta[ C ]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 



amine 



iV-(3 ) 4-dichloro-2-fluorophenyl)-7-({[(3aR,5r,6aS)-2- 

methyloctahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazoli; 



amine 



^-(4-bromo-3-chloro-2-fluorophenyl)-7-({[(3a^,6a5)-2- 

methyloctahydrocyclopenta[ c ]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazohn-4- 



^(^^0-3-^0-2-^0^^ 

P entarc1pyrrol-5-ynmethvUoxy)-6-(methyloxy)quin a2Qlin-4-amine 



^llW[vjp;^'"' ^ J "J j-t- i r *.-->— ■ 

#-(3-chloro-2,4-difluorophenyl)-7-({[(3a/?,6aS)-2- 
methyloctahydrocyclopentaMpyrrol.5-yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 



^O^bJoro-2,4-difluorophen y l)-7-({[(3aR,5r,6aS)-2-methyloctahydrocyclopenta- 
rc1pyrrol-5-yl]methyl)oxy)-6-fmethyloxy)qumazohn-4-ami ne 



|W|(jjiivi -> j * - | J / v-- r g r 

Ar-(4,5-dichloro-2-fluorophenyl)-7-({[(3aK,6aS)-2- 
methyloctahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazolm-4- 



r(r5-dicWoro-2-fluoropheny0-7K{[(3aR J 5r ) 6aS)-2-memyloctahydrocyclo- 
P entarclpyrrol-5-vnmethynoxy)-6 -(rmethyioxy)quinazoIin-4-amine 



#-(4-bromo-5-chloro-2-fluorophenyl)-7-({[(3a£,6aS)-2- 
methyloctahydro C yclopenta[c]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazohn-4- 

amine — : — ~, ; 



N-(4-bromo-5-chloro-2-fluorophenyl)-7-({[(3aR,5r,6aS)-2-methyloctahydro C yclo- 
pentarclpyrroI-S-vnmethvUoxy)-6 -(methyloxy)guinazolin-4-amine 



penta|C|pyrrui-j-yii»"^"'j'/ "^j/ " v j — <^ 

]V-(4-bromo-2,3-dichlorophen y l)-7-({[(3aR,6aS)-2- 
methyloctahydrocyclopenta[ C ]pyrTol-5-yl]methyl}ox y )-6-(methyloxy)quinazolm-4- 



ami ne , — — 

Af-(4-bromo-2 J 3-dichlorophenyl)-7-({[(3aR,5r,6aS>2-methyloctahydrocyclo 



Ar-i^-Dromo-Zjj-uitiuuiwHucivv-f-viiv-™-.-*. * ' . ' 

Dentarc1pyrrol-5-yllmethvUoxy)-6-( methvloxy)quinazolin.4-amine 

^S.i^cWorophenylJ^-Ct^a^.ea^^-methyloctahydrocyclopentaMpyrrol-S- 

vnmethyUox y )-6-fmethyloxy)g uinazolin-4-amine 

]v-(3>dichloropheny^ 



^V-^jjtl-aicnioropnciiyi;- /-^xiv-""^-"*""*'-' . ' 

ynmethyl}oxyV6-(methyloxv)quinazolin -4-amine 
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i V.(4-bromo-3-chloro-2-fluorophenyl)-7-({[(3a/f s 6aS)-2- 

ethyloctahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 

amine 

iV-(4-brorao-3-chloro-2-fluorophenyl)-6-(methyloxy)-7-({ [(3a/?,6aS)-2-(2- 

methylpropyl)octahydrocyclopentafc1pyiTol-5-yl]methyl}oxy)quinazolin-4-amine 

yV-(3,4-dichlorophenyl)-7-[(2-{[(3-endo)-8-methyl-8-azabicyclo[3.2.1]oct-3- 

yllamino}ethyl)oxyl-6-(methyloxy)quinazolin-4-amine 

^-(3,4-dichlorophenyl)-7-({2-[(3-endo)-8-methyl-8-azabicyclo[3.2.1]oct-3- 

ynethyl)oxy)-6-(methyloxy)quinazolin-4-amine 

iV-(3,4-dichlorophenyl)-7-({[(3-endo)-8-methyl-8-azabicyclo[3.2.1]oct-3- 

yllmethyl}oxy)-6-(mcthyloxy)quinazolin-4-amine 

N-(3 ,4-dichlorophenyl)-7- { [(3-exo)-8-methyl-8-azabicyclo[3 .2. 1 ]oct-3-yl]oxy } -6- 

(methyloxy)quinazolin-4-amine _____ 

1 , 1 -dimethylethyl (3ai?,6aS)-5-({ [4-[(4-bromo-3-chloro-2-fluorophenyl)amino]-6- 
(methyl-oxy)quinazolin-7-yl]oxy } methyl)hexahydrocyclopenta[c]pyrrole-2( 1 H)- 

carboxylate , 

1 , 1 -dimethylethyl (3aR,6aS)-5-({ [4-[(3 ,4-dichloro-2-fluorophenyl)amino]-6- 
(methyloxy)quinazolin-7-yl]oxy}methyl)hexahydrocyclopenta-[c]pyrrole-2(l/0- 

carboxylate 

^-(3,4-dichloro-2-fluorophenyl)-6-(methyloxy)-7- { [[(3aJ?,5r,6aS)- 

octahydrocyclopenta[clpyrrol-5-yl]methylloxy}quinazolin-4-amine 

7-{[(3-e/irfo)-8-azabicyclo[3.2.1]oct-3-ylmethyl]oxy}-JV-(3,4-dichlorophenyl)-6- 

(methyloxy)quinazolin-4-amine . 

1 , 1 -dimethylethyl (3-eWo)-3-(2-{[4-[(3,4-dichlorophenyl)amino]-6- 
(memyloxy)quinazolin-7-ylloxy}ethyQ-8-a2abicyclof3.2.11octane-8-carboxylateand 
7-({2-[(3-<?mfo)-8-azabicyclo[3.2. 1 ]oct-3-yl]ethyl} oxy)-iV-(3^dichlorophenyl)-6- 

(methyloxy) quitiazolin-4-amine 

l,4:3,6-Dianhydro-5-0-[4-[(3,4-dichlorophenyl)amino]-6-(methyloxy)quinazolin-7- 

yll-2-O-methyl-D-glucitol ; . 

3 J 6-Anhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6-(methyloxy)quinazolin-7- 

yll- 1 ,2-Q( 1 -methylethylidene)- □ -D-idofuranose . 

l,4:3,6-dianhydro-5-0-{4'[(3-chloro-2-fluorophenyl)amino]-6-(methyloxy)quin- 

azolin-7-yl}-2-deoxy-2-fluoro-L-iditol . 

l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yn-5-0-(methylsulfonyl)-D-glucitol 

l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6* 

(methyloxy)quinazolin-7-yll-D-glucitol _ 

l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quina2olin-7-yn-5-S-methyl-5-thio-L-iditol 

1 ,4:3,6-dianhydro-5-0-[4-[(4-bromo-3 -chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yll-2-deoxy-2-morpholin-4-yl-L-iditol 

l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yn-2-deoxy-2-(4-methylpiperazin-l-yl)-L-iditol 

l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quina2olin-7-yll-2-deoxy-2-pyrrolidin- 1 -yl-L-iditol 

2-0-acetyl-l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 
(methyloxy)quina2olin-7-yn-L-iditol 
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l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl1-L-iditol . 

l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)guinazolin-7-yn-2-deoxy-2-(methylsulfonyl)-L-iditol 

2-amino-l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl1-2-deoxy-L-iditol 

l,4:3,6-dianhydro-5-0-[4-[(4-brotno-3-chlorophenyl)amino]-6- 

(methyloxy)quina2olin-7-yl]-2-deoxy-2-(dimethylamino)-L-iditol __ 

l s 4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quina2olin-7-yl]-2-deoxy-2-(diethylamino)-L-iditol 

l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yn-2-deoxy-2-piperidin- 1 -yl-L-iditol 

2-(acetylamino)-l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yl]-2-deoxy-L-iditol . 

l,4:3,6-dianhydro-2-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quinazolin-7-yll-5-Q-methyl-5'C-(trifluoromethyl)-D-glucitol 

l,4:3,6-dianhydro-5-0-[4-[(4-bromo-3-chlorophenyl)amino]-6- 

(methyloxy)quina2olin-7-yll-2-deoxy-2-r(methylsulfonyl)amino1-L-iditol 

l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-(6-(methyloxy)-4-{[4-(4-methylpiperazin-l- 

yl)phenyllamino}quinazolin-7-yl)-L-iditol 

l,4:3,6-dianhydro-2-deoxy-2-fluoro-5-0-[4-{[3-fluoro-4-(4-methylpiperazin-l- 

yl)phenyl]amino}-6-(methvloxy)quinazolin-7-yl1'L-iditol . 

l,4:3,6-dianhydro-2-deoxy-5-0-[4-{[2,3-dichloro-4-(4-methylpiperazin-l- 

yi)phenyl]amino)-6-(methyloxy)quinazolin-7-yl]-2-fluoro-L-iditol and 

1 ,4:3 ,6-dianhydro-2-deoxy-5 -0-[4- { [3 ,4-dichloro-2-(4-methylpiperazin- 1 - 

yi)phen y l]amino}-6-(methylQxy)quinazolin-7-yl1-2-flu oro-L-iditol and 

a single geometric isomer, stereoisomer, racemate, enantiomer, or diastereomer, thereof 
and optionally as a pharmaceutical^ acceptable salt, solv ate, or hydrate thereof. 

12. The method of Claim 3 where one of the chemotherapeutic agent(s) is selected 
fromiV-(3,4-dichloro-2-fluorophenyl)-7-({[(3a/?,5r,6a5)-2- 

methyloctahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine; AT-(4-bromo-3-chloro-2-fluorophenyl)-7-({ [(3a/2,5r,6a5)-2- 
me%loctahydrocyclo-penta[c]pyrrol-5-yl3methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine; ^-(3,4-dichloro-2-fluorophenyl)-7-({[(3ai?,5s,6aS)-2- 
methyloctahydrocyclopenta[c]pyrrol-5-yl]methyl}oxy)-6-(methyloxy)quinazolin-4- 
amine; ^-(4-bromo-3-chloro-2-fluorophenyl)-7-({[(3a/?,5s,6a5)-2- 
methyloctahydrocyclo-penta[c]pyrrol-5-yl]methyl}oxy)-6*(methyloxy)quinazolin-4- 
amine; and optionally as a pharmaceutically acceptable salt, solvate, or hydrate 
thereof. 

13. The method of Claim 3 where one of the chemotherapeutic agent(s) is N-(3,4- 
dichloro-2-fluorophenyl)-7-({[(3a^,5r,6a5)-2-methyloctahydrocyclopenta[c]pyrrol-5- 
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yl]methyl}oxy)-6-(methyloxy)quinazolin-4-amine or optionally as a pharmaceutically 
acceptable salt, solvate, or hydrate thereof. 

14. The method of Claim 3 where one of the chemotherapeutic agent(s) is selected 



(3Z)-3-[[5-(methyloxy)-lff-benzimidazol-2-yl](phenyl)methylidene]-5-{[l 



^J/> j-^-^^^ym^nij IV "V J * v - — i-t j •» 

(phenylmethyl)pyrrolidin-3-ynamino } - 1 ,3 -dihydro-2//-indol-2-one 

(3Z)-5-[(l-ethylpiperidinO-yl)amino]0-[[5-(methyloxy)-l//-benzimidazol-2- 



^JZ.^-J-^l-ClllJ'ipipCllulJl-J-Jiyaiiuiiwj-^ LL - V"" — J J' 

yn(phenyl)methylidenel-l,3-dihvdro-2//-indol-2-one 

(3Z)-5-[(l-ethylpiperidin-4-yl)amino]-3-[[5-(methyloxy)-l//-benzimidazol-2 



ylKphenyPmethylidene]- 1 ,3-dihydro-2ff-indol-2-one 

(3Z)-5-[(l-ethylpiperidin-4-yl)amino]-3-[17/-imidazol-2-yl(phenyl)methyhdene]-l,3- 



dihydro-2ff-indol-2-one . 

(3Z)-5-[(l-ethylpiperidin-4-yl)amino]-3-{[5-(methyloxy)-l//-benzimidazol-2-yl][4^ 



(methyloxy)phenyl]methylidene}-l,3-dihydro-2//-indol-2-one 

(3Z)-5-[(l-ethylpiperidin-4-yl)amino]-3-[[5-(m^ 

methylphenynmethylideneM,3-dihydro-2//-indol-2-one . 

(3Z)-3-[l//-benzimidazol-2-yl(4-nitrophenyl)methylidene]-5-[(l-ethylpiperidin-4- 

ynaminoV 1 ,3-dihydro-2/f-indol-2-one . 

(3Z)-3- { 1 //-benzimidazol-2-yl[4-(methyloxy)phenyl]methylidene} -5-[( 1 - 



ethylpiperidin-4-yl)amino]- 1 ,3-dihydro-2//-indol-2-one . 

(3Z)-3-[l//-benzimidazol-2-yl(phenyl)methylidene]-5-[(l-ethylpipendin^ 



yl)amino]-l,3-dihydro-2//-indol-2-one , - 

(3^3-[[5<rnethyloxy)-l//-benzirnida2ol-2-yl](phenyl)methylidene]-5-[(2,2,6,6- 



tetramet hvlpiperidin-4-yl)amino1-l,3-dih vdro-2//-indol-2-one — , . 

(3Z)0-t(4-aminophenyl)(l//-benzimidazol-2-yl)rnethylidene]-5-[(l -ethylpipendin-4- 



yl)aminol-l,3-dihvdro-2//-indol-2-one ... . 

(3Z)-3-[l//-benzimidazol-2-yl(4-methylphenyl)methylidene]-5-[(l -ethylpipendin-4- 

yQamino]- 1 ,3-dihydro-2//-indol-2-one 

(3Z)-5-[(l-ethylpiperidin-4-yl)amino]-3-[li/-imidazol-2-yl(4- 

methvl phenvnmethylidene]-1.3-dihydro-2// -indol-2-one . 

(32)-5-b-ethylpiperidin-4-yl)oxy]-3-[[5-(methyloxy)-l/y-benzimidazol-2- 

vll(phenyl)methylidene1- 1 .3-dihydro-2fl-indol-2-one 

(32)-5-[(l-ethylpiperidin-4-yl)amino]-3-{l//-imidazol-2-yl[4- 
fmeth vloxv)phenynmethylidene}-l,3-dihy dro-2//-indol-2-one 

- . — _ . . . • I n l/A CI ^U sn „l\mo«ki7li/4oni>l.S.ri 



(mein yioxy)pnenyijHicu^"u^ » s>f- t ,^-^»v>"^ - — — — - — — 

(3Z)0-[l//-beiizimidazol^ 

vnaminol- 1 ,3-dihvdro-2#-indol-2-one — — 

(3Z)-3-[l^-benzimidazol-2-yl(3,5-difluorophenyl)methylidene]-5-[(l-ethylpipendin- 



j - L " j -uviiwuu—'.-i - ■ 

4-v naminoM.3-dihydro-2//-indol-2-one ^ — 

(3Z)-3-[l//-benzimida2ol-2-yl(3-fluorophenyl)methylid e ne]-5-[(l -ethylpipendin-4- 



vnaminol- 1 ,3-dihydro-2ff-indol-2-one — 

(3b-3*[l^-benzimidazol-2-yl(3-nitioph e nyl)methylidene]-5-[(l-ethylpipendin-4 



vDamino]- 1 ,3-dihydro-2fl-indol-2-one 

3-((Z)-l//-benzimidazol-2-yl{5-[(l-ethylpiperidin-4-yl)amino]-2-oxo-l ,2-dihydro- 

3y/ >indol-3-ylidene)methynbenzonitrile „ ^ — 

(3Z)-3-[(3-aminophenyl)(lW-benzimidazol-2-yl)methylidene]-5-[(l-ethylpipendin-4 



v namino1-l,3-dihydro-2//-indol-2-one — . 

n^-3-ri//-benzimidazol-2-yl f phenvnmethylidene|-5-(pipen din-4-ylamino)-l,3- 
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dihydro-2//-indol-2-one 

3- ((2)- 1 tf-benzimidazol-2-yl { 5-[( 1 -emylpiperidin-4-yl)amino]-2-oxo-l ,2-dihydro- 

3 //-indol-3 -ylidene } methy Qbenzenecarboximidamide 

(3Z)-3-[l//-benzimidazol-2-yl(phenyl)methylidene]-5-({l-[2- 

(methyloxy)ethyllpiperidin-4-yl) amino)- 1 ,3 -dihydro-2//-indol-2-one 

(3Z)-3-[l//-ben2imidazol-2-yl(phenyl)methylidene]-5-[(2,2 } 6,6-tetramethylpiperidin- 

4- yl)aminol- 1 ,3-dihydro-2//-indol-2-one 

(3Z)-3-{l/f-benzimidazol-2-yl[3-(methyloxy)phenyl]methylidene}-5-[(l- 

ethylpiperidin-4-yl)amino1-l,3-dihydro-2^-indol-2-one 

(3Z)-3-[l//-benzimidazol-2-yl(3-chlorophenyl)methylidene]-5-[(l-ethylpiperidin-4- 

yl)amino]- 1 ,3 -dihydro-2//-indol-2-one . . 

2-(2-{2-[(Z)-{5-[(l-ethylpiperidin-4-yl)amino]-2-oxo-l,2-dihydro-3H-indol-3- 

y1idene}(phenyl)methyl1-l//-imidazol-4-yl)ethyI)-lH-isoindole-l > 3(2H)-dione 

(3Z)-3-[ 1 //-benzimidazol-2-yl(phenyl)methylidene]-5-({ 1 -[2- 

(dimethylamino)ethyl]piperidin-4-yl) amino)- 1 ,3-dihydro-2//-indol-2-one 

(3 Z)-3-[ 1 //-benzimidazol-2-yl(phenyl)methylidene]-5- { [ 1 -(methylsulfonyl)piperidin- 

4-yl1amino}-l,3-dihydro-2//-indol-2-one . 

(3Z)-5-(8-azabicyclo[3.2.1]oct-3-ylamino)^ 

yl(pheny t)methylidene]- 1 ,3-dihydro-2#-indol-2-one 

(3Z)-3-{l//-benzimidazol-2-yl[3-(methyloxy)phenyl]methylidene}-5-t(l- 

ethylpiperidin-4-yl)oxy1- 1 ,3-dihydro-2 ff-indol-2-one 

(3Z)-3-[l//-benzimidazol-2-yl(3,5-dif!uorophenyl)methylidene]-5-[(l-ethylpiperidin- 

4-yl)oxy]-l,3-dihydro-2//-indol-2-one _ _ 

(3Z)-3-[l//-benzimidazol-2-yl(phenyl)methyH^ 

4-yl1oxy} -1 ,3-dihydro-2#-indoI-2-one __ 

(3Z)-3-[l//-benzimidazol-2-yl(3-chloropheny0 

ypoxyl- 1 ,3-dihydro-2//-indol-2-one - 

(3Z)-3-[li/-benzimidazol-2-yl(3,5-difluorophenyl)methylidene]-5-({l-[2- 

(mcthyloxy)ethyllpiperidin-4-yl)oxy)-l,3-dih vdro-2//.indol-2-one 

(3Z)-3-[l//-benzimidazol-2-yl(3-chlorophenyl)methylidene]-5-({i-[2- 

(methyloxy)eth V npiperidin-4-yUoxy)-l,3-d ihydro-2//-indol-2-one 

(3Z)-3-[l//-benzimidazol-2-yl(3-chlorophenyl)methylidene]-5-({l-[2- 

(methyloxy)ethyHpiperidin-4-yl> amino)- l,3-dihydro-2 tf-indol-2-one 

(3Z)-3-{l//-benzjmidazol-2-yl[3-(methyloxy)phenyUmethylidene}-5-({l-[2- 

(methyloxy)ethyllpiperidin-4-yaamino)-l,3-dihydro-2 //-indol-2-one 

(3Z)-3-[(3-chlorophenyl)( 1 //-imidazol-2-yl)methylidene]-5-({ 1 -[2- 

(methyloxy)ethynpiperidin-4-vUamino)-l,3-dihydro-2//-i ndol-2-one . 

(3Z)-3-[(3-fluorophenyl)(l//-imidazol-2-yl)methyHdene]-5-({l-[2- 

(methyloxy)ethynpiperidin-4-vnamino)-l,3~dihydro-2//-i ndol-2-one 

(3Z)-3-[l//-ben2imidazol-2-yl(3,5-difluorophenyl)methylidene]-5-({l-[2- 

(methyloxy)ethyl1piperidin-4-yl ) amino)- 1 .3 -dihydro-2 //-indol-2-one 

(32)-3-[l//-benzimidazol-2-yl(3-chlorophenyl)methylidene]-5-[(l-ethylpipendin-4- 

yn(methyl)aminol-l,3-dihydro-2i/-indol-2-one . 

(3Z)-3-[(3-chlorophcnyl)(l//-imidazol-2- y l)methylidene]-5-[(l-etbylpipendin-4- 

vDoxyl- 1 ,3-dihydro-2//-indol-2-one . 

(3Z)-3-[l//-benzimidazol-2-yl(4-chlorophenyl)methylidene]-5-[(l-ethylpiperidin-4- 

yQamino]- 1 ,3-dihydro-2//-indol-2-one . — _ 

(3Z>3-[l//-benzimidazol-2-yl(3-fluorophenyl)methylidene]-5-({l-[2- 
1 (methyloxy)ethyllpiperidin-4-y 1 ) amino)- 1 ,3 -dihydro- 2#-indol-2-one — 
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(3Z)-3-[ 1 //-benzimidazol-2-yl(4-flM 

(methyloxy)ethynpiperidin-4-yl)amino)-l,3-<iihydro-2//-indol-2-one 

(32)-3-[(3-chlorophenyl)(l//-imidazol-2-yl)methylidene]-5-[(l-ethylpiperidin-4- 

yl)amino1-l,3-dihydro-2/f-indol-2-one . 

(3Z)-5-[(l-ethylpiperidin-4-yl)amino]-3-[(3-fluorophenyl)(l//-imidazol-2- 

yl)methylidene1- 1 ,3-dihydro-2//-indol-2-onc 

(3Z)-3-[l//-benzimidazol-2-yl(3-fluoro-4-methylphenyl)methylidene]-5-[(l- 

ethylpiperidin-4-yl)amino1-l,3-dihydro-2//-indol-2-Qne 

(32)-5-[( 1 -ethylpiperidin-4-yl)amino] -3 -[(3 -fluorophenyl)(4-methyl- 1 //-imidazol-2- 

yl)methylideneV 1 > 3-dihydro-2//-indol-2-one . 

(3Z)-3-[l//-benzimidazol-2-yl(4-fluoro-3-methylphenyl)methylidene]-5-[(l- 

ethylpiperidin-4-yl)aminol- 1 ,3-dihydro-2//-indol-2-one 

(3Z)-3-[(3-chloro-4-fluorophenyl)(l//-imidazol-2-yl)methylidene]-5-[(l- 

ethylpiperidin-4-yl)amino1- 1 ,3-dihydro-2#-indoI-2-one „ 

(3Z)-3-[(3,4-difluorophenyl)(l//-imidazol-2-yl)methylidene]-5-[(l-ethylpiperidin-4- 

yDaminol-l^-dihydro^H-indol^-one _ 

(3Z)-3-[(5-chloro-l//-benzimidazol-2-yl)(phenyl)methylidene]-5-[(l-ethylpipendin- 

4-yl)aminol- 1 ,3-dihydro-2//-indol-2-one 

(3Z)-3-[(5-chloro-l//-benzimidazol-2-yl)(3,5-difluorophenyl)methylidene]-5-[(l- 

ethylpiperidin-4-yl)aminol- 1 ,3-dihydro-2//-indol-2-one , 

(3Z)-5-[(I-ethylpiperidin-4-yl)amino]-3-[(3-fluoro-4-methylphenyl)(l//-imidazol-2- 

yl)methylidenel- 1 ,3-dihydro-2//-indol-2-one _ 

(3Z)-5-[(l-ethylpiperidin-4-yl)amino)-3-[(4-fluorophenyl)(l//-imidazol-2- 

yl)methylidene1-l,3-dihydro-2//-indol-2-one _ _ 

(3Z)-54(l-ethylpiperidin-4-yl)amino]-3-[l//-imidazol-2-yl(4- 

propylphenyQmethylidenel- 1 ,3-dihydro-2//-indol-2-one 

(3Z)-5-[(l-ethylpiperidin-4-yl)amino]-3-{l//-imidazol-2-yl[4- 

(trifluoromethyl)phenyllmethylidene ) - 1 ,3-dih vdro-2ff-indol-2-one ^ 

(3E)-3-[(3,5-difluorophenyl)(5-fluoro-l//-benzimidazol-2-yl)methylidene]-5-[(l- 

ethylpiperidin-4-yl)aminQ]- 1 ,3-dihydro-2// -indol-2-one . ^ 

(3Z)-3-[(3,5-dinuorophenyl)(5-fluoro-l//-benzimidazol-2-yl)methylidene]-5-[(l- 

ethylpiperidin-4-yl)aminol- 1 ,3-dihydro-2//-indol-2-one . 

(3Z)-3-[(3-fluoro-4-methylphenyl)(l//-imidazol-2-yl)methylidene]-5-({l-[2- 

(methyloxy)ethyllpiperidin-4-yl}amino)-l > 3-dihydro-2//-i ndol-2-one 

(3Z)-5-[(l-ethylpiperidin-4-yl)amino]-3-K^ 

methylphenyl)methylidene]- 1 ,3-dihydro-2/ /-indol-2-one 

(3Z)-5-[(l-ethylpiperidin-4-yl)amino]-3-[[3-fluoro-4-(trifluoromethyl)phenyl](l//- 

imidazol-2-yl)methylidene1- 1 ,3-dihydro-2#-indoI-2-one 

(3Z)-3-[(4-chlorophenyl)(lH-imidazol-2-yl)methyIidene]-5-[(l-ethylpipendin-4- 

vDaminol- 1 ,3-dihydro-2//-indol-2-one 

(32)-5-[(l-ethylpiperidin-4-yl)amino]-3-[(3-fluoro-4-methylphenyl)(4-methyM//- 

imidazol-2-yl)methylidene]-l,3-dihydro-2//-indol-2-one 

(3Z)-5-[(l -ethylpiperidin-4-yl)amino]-3- { 1 7/-imidazol-2-yl[6- 

(trifluoromethvnpyridin-3-yllmethylidene} - 1 ,3-dihydro-2 //-indol-2-one 

(3Z)-3-[l//-imidazol-2-yl(4-methylphenyl)methylidene]-5-({l-[2- 

(methyloxy)ethynpiperidin-4-yUamino)-l,3-dihydro-2/f-i ndol-2-one 

(3Z)-3-[(3-fluorophenyl)(4-methyl-l//-imidazol-2-yl)methylidene]-5-({l-[2- 

(methyloxy)ethynpiperidin-4-yUamino)-l,3-dihydro-2//-i ndol-2-one 

(32)-3-{l//-imidazoI-2-yU4-(trifluoromethynphenynmeth ylidene>-5-({l-[2- 
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(methyloxy)ethyl1piperidin-4-yU amino)- 1 ,3-dihydro-2rt-indol-2-one 
f3Z)-3-r(5-chloro-l//-benzimidazol-2-yl)(phenyl)methylidene]-5-({ 1 -[2- 



( methvloxv) ethyl lpiperidin-4-yl}amino)- 1 ,3-di hvdro-2//-indol-2-one — 
(3Z)0-[(3,5-difluorophenyl)(l//-imidazol-2-yl)methyliden^ 



^j^-j-LW-'-»" 1 "" iv f"-"/vv"' ' ' 

vnamino]- 1 ,3-dih y dro-2ff-indol-2-one . 

(3Z)-3-[(3 5-difluorophenyl)(4-methyl-l//-imidazol-2-yl)methyhdene]-5-t(l- 



ethylpiperidin-4-yl)amino]-l,3-dihydro-2tf-indol-2-one 

(3Z)-3-[(3,5-difluorophenyl)(l#-imidazoW 

rmPthvlnxv)ethvnDip eridin-4-vnamino)-l,3 -dihvdro-2/f-indol-2-onc 

y ..// .■_; " r T- — ____.i_..i i l/ :~;,.o .-M_0_«_ _ m _»thvHH_M_el- 



02)'3-t(3,5-difluorophenyl)(4-methyl-l//-imidazol-2-yl)methyhdene]-5-({ 1 -|2- 
C methvlox v)ethyl .piperidin-4-yU amino)- 1 ,3-di hydro-2//-indol-2-one 

— / ... — . . %t • ■_____ -i _.___•__ n tk.il«)i»ntfl\mf>thvliHp 



OZ)-3-[(4-methyMH-imidazol-2-yl)(4-methylphenyl)methyhdene]-5-({ 1 -[2- 

(methvloxy)ethyl1piperidin-4-yn amino)- l,3-dihydro-2//-ind ol-2-one 

(3Z)-3-[(4-fluorophenyl)(l//-imidazol-2-yl)methylidene]-5-({l -[2- 

(methvloxy)eth y 11 P iperidin-4- y l}amino)-l,3-dihydro-2//-in dol-2-o ne 

nZ)oV(3,4-difluorophenyl)(l//-imidazol-2-yl)methylidene]-5-({l-[2- 

v ' _ LV ...... .. a 11 ___\ 1 1 A:u, r A-m-t W__ni____-7-__n_. 



rm.thv1nyv^thvll piperidin-4-yl)am inoVl,3-dihydro-2//-indol-2-one 

GZ)-3-[(3-chloro-4-fluorophenyl)(l//-imidazol-2-yl)methyhdene]-5-({l-l2- 
rm ft thv loxv)ethvnpiperidin-4- y l} a minoVl,3-dihydro-2H-indol-2-one 

(3Z)-3-[(3-fluorW^ 



1 3- dihydro-2//-indol-2-one . ___ — — - 

(3Z)-3-[(3-fluorophenyl)(l//-imida2ol-2-yi)methyHdene]-5-{[l-(2-pipendin-l 

v^Wridin-4-yl]aminol-13-dihydro-2//-indo l-2-one 

L-^ o « ' ivi w -^;H a7 n1-?-vl->methv Hdene1-5-{ 1 -(2-morphohn- 



vlethyl)pipcri(lin-4- y i|amino ?-i,j-umyuiu-^^ 1 .^^ ~ ■- 

(3^:[(3-fluorophenyl)(l//-imidazol-2-yl)methyhdene]-5 

. , ... j- ,_ ..11 : ^ 1 -^__.Vw_.tY.-?W-_nr1n_-2-one 



vlethvnpi peridin-4-yl]amino )-1.3-dihvdro-2//-indol-2-one 

jmidazol-2-yl)methylidenel-l, 3 -dihydro-2//-indol-2-one -—-^^ 
73^-3-[(3-fluoro P h^ 

v ' _. . ... _, _■. • 1 1 1 _i:u.._.,,. . t/_i..H__l_. 9- nr_f» 



v)pthvnnineridin- 4-yllamino}- 1 ,3-dihydro-2 //-indol-2-one — ... . 



^Z,;-J-Ll/l-lH"U"-"'-^ /".^ " J-r 

vl)amino.-l,3-d ihvdro-2//-indol-2-one 

Gb-S-rC^fluorophenyOCl/Z-l^^-triaMl-S-yOmethylidenel-S-ai-^- 



(3Z)-3-[(3-fluoropnenyiA in- 1 ^•wur^.™ »™j - « - 



ox o-l,2-dihydroO//-indol-3-yli d eneimcmvi^-m e uiy.-.^-n.»^^-, — "-v"" 
-(3Z)-3-[ltf-imida^^ 

__ -.11 _ \_i i_AHfuAm.O H. \ndnU2-one - 



4 -vUamino)-l,3-dihvdro-2i/- indol-2-one 

(3i-3-{l//-imidazol-2-yl[4<m e thyloxy)phenyl]methyhdene}-5-({ 1 -[2- 
f methvloxy)eth y n P iperidin-4- y l)am ino)4.3-dihydro-2/f-indol-2-one 
4 r///ui^!ir»^vi /7 -i™ dayol^-vDmethylidenel-S^ll-P- 



(methyloxyjeinyiiPiperi m n-t-Yiftu."""; "v- — - — 

b^-3-[(4-chlo^phenyl)(l//-imidazol-2-yl)methylidene]-5-({l -J2- 

Lrthvloxv)ethyl,p i perid^^ 

r ,_ « _____ a ,^ a. J .J.^k«n«h«.nvnn W-.mida2ol-2-vl)meth\ 



fmethvloxy)ethyl pipendin-4- y i} amino)-i,J-qinyuru-^,-.»^ ^ — 

( 3 Z)-34[3-Zoro'^ 

r2-(methyloxy)ethvl1piperidin-4-yU amino)- 1 ,3-dihydro-2//-in dol-2-one 

bi-3-[(3-fluoro P henyl)(l//-imidazol-2-yl)methylidene]-5-{[l- 
(n^thyjsulfo^ 



fmethytsultonY»)pipenain- ^ -vi|aim..»_-iw 

(3Z)-3-[l H-imidazol-2-yl(4-propylphenyl)methylidene]-5-({ 1 -12- 
fmethylox y )eth y 11 P i peridin-4-yl}amino)-13-dihvdro -2//-indo-2-one 
-T.^v / r^, ' u.. L:l_,^_j; „^i-,,n a rn;nr.l.3.rr3-fluoroDhenvn(4-phen y l- 1 



fmethyloxy)ethyl P ipendm-4-y n am mo;-i ,^uu.yu,v-^, ^. > -~ 
(3Z)-5-[(liWlpiperidin-4-yl)amino]-3-[(3-fluoro P h e nyl)(4-phenyl^ 
vnmethylidenel- 1 ,3-dihydro-2//-indol-2-one _ 
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(32>3-[(3-fluorophenyl)(4-phenyl- 1 //-imidazol-2-yl)methylidene]-5-({ 1 -[2- 
f m ethvlo X y)ethyll pi peridin-4-vl}amino)-l,3-dihydro-2^ndol-2-one 

32>3-[(3-too X^ 

r2-(memyloxy)eth vl lpiperidm-4- V l^ 



r 2-(methyloxy)ethvnpipendin-4 - v^ amino )-i,^Qinyuru-^/7-u.uu-^w 

nZ)-3-{l/Wmidazol-2-y^^ 
rm e thvl Qxv^ethvnpiperidin-4-yl}amino)-l,3-dih y dro-2//-indol-2-one 

(32>5-[(l^ylpip^d^ 



vnmethvlid eneH,3-dihydro-2//-indol-2-one ^ 

(3^5-[(l-ethylpiperidin-4-yl)amino]-3-[[2-fluoro-4-(tritluoromethyl)phenyl](l//- 

;™;^o^«i_9.«n m pthvli^pnel-1 .3-dihvdro-2//-indol-2-one 



(3Z)-5-Ul-etnyipipenom- i t-yi;aiuiiiuj--i-u^ ■ v * ^ 

i mida2ol-2-yl)methvlidenel-1.3-dihydro-2// -indoi-2-one 

(3Z)-5-r(l-ethylpiperidin^-yl)amino]-3-{(4-methyl-l//-imidazol-2 
^..lA-u^n^tWiH^UI Vdihvdro-2#-indol-2-one 



(3Z)o-[(l-ethylpipenain-^-yi;amiiioj-j-vv-»-»'»-"v' *" *» -™ 

rtrifluQr omethvnphenvnmethylide ne)-1.3-dihydro-2^-indol-2-one 

(32>3-[(4-chlorophenyl)^ 

=fk«lr,ir. P r;Hin-4-vnaminol-1.3-dihvdro-2//-indol-2-qne 



(jZJo-H^-cnioropncnyi^T-niv.ui/1-i^^ "»■■ - - 

P thv1piperidin-4- ynaminol-l,3-d ihydro-2//-indol-2-one ^ 

73^-5-[(l-e%lpiperidin4-yl)amino]0-[[3-fluoro^<totluoromethyl)phenyl](4- 
1 »:_:4^^io_„n m ^hvi;H^nPl-1 3-dihvdro-2/f-indol-2-one 



(3Z)-5-|(l-etnyipipenain-t-yi;aiHniu J - J - l L J -«»"^ . v~ _ --- - 
meth)d-l//±mi^ 

(3Z)-3-[(3 J 4-difluorophenyl)(4-methyl-l//-imidazol-2-yl)methyhdene]-5-[(l 
- i u.,i„:^^;«.4.vn a minr.l-1 _3-dihvdro-2//-indol-2-one 



(jZ)-j-LP J *-ai"U oru P ,ICI v 1 A^ 11,w "v* "* ' 

Pthylniperi din-4-vnaminol- 1 ,3- dihvdro-2//-indol-2-one — ^ 

- (3Z>H(3^hloroXfluo^ 

„.u„i-;»^Hir,./i.vl , > a niinn1-1.3-dihvdro-2//-indol-2-one . — 



(3Z)-3-ttJ-chlo^o- ^ ^-Iluo^op^cIl>lA-'-" ,, -"'/• WJ " ' 

ethvlmperidin-4-ynamino1-l,3-dihydro.2//-ind ol-2-one 

.. .■ « i i t j:i i__ T U inAn\ .0 -nnp- 



^jZ;o-n.i-euiyipipciiuui— i-jv"""""] ~ i\ ■ r - ^ 

vDmethylidene]- 1 .3-dihydro-2// -indol-2-one 

f3Z>5-F l.ethylpiperidin-4-yl)amino]-3-[(2-fluorophenyl)(l//-imidazol-2- 

V .„ ' . ... . _ i . ')U_i n <l n l.?^n<> 



(jZ;o-n,i-einyipipciiuui-T-/v'""" w J - ^ r ' ' x 

v \ s\„-'-X*i -i ..iw„twiiHpnPl-l /5-dihvdro-2//-indol-2-one 



m ^ Y i'i W.i m iH a7 nl-2-vnmethvlidenel-l,3-Hih vdrn-2//-mdol-2-on e 

: i 1 1 ^;v,«^ m .'>W-inHol-'2-one „ 



^jz, i >-j-|.v.^,j-««"«"'«»'"-*vv\--- 

Y l> qm ;no]-1 ^dihydro-2//-indol-2-one 

(3fe[(23-difluoro P hen y l)(4-methyl^//-imidazol-2-yl)methyhdene]-5-[(l 
.3-dihvdro-2//-indol-2-one — 



a tV, y i r ; rP riHin^-vnaminol-l,3-dih y dro- 2//-i ndol-2-one 
• (3^-3-[(2 > 4-difluo ro phenyl)(4Whyl4tf-imidazol-2-yl)methyhdene]-5-[ 
_.u..i_:„ M ;j;„-4.«n am innl-1.3-dihvdro-2//-tndol-2-one 



(3Z)-3-K' i ^- aiIluoro P ncil J' , A-»- ,llv "v* *" 77" * ' 

vOaminol- 1 ,3-d ihvdro-2//-indol-2-one — 

f3Z)-3-f(2-fluorophenyl)(4-m e thyl-l//-imidazol-2-yl)methylidene]-5-[(l- 



(JZ)-J-l^-IIUUiupiitu/iA-'-"~"V ----- - 

ethyjpiperid^ 

T3^-3-[(3-trifluoromethylphenyl)(lH-imidazol-2-yl)memyhde^^ 



( JZ)-J-KJ-u"' UUIU,,lt "v*F*"'"-' vv--- - - 

:t V r i ppridin-4wnaminQl-l,3-dih y dro.2//-indol-2-one 

(32W(3-trifl^ 



ethvl pip e ridin-4-y n amino1-1.3-dihydro.2//-indol-2-one 
?320-3-[(2 4-dichloro-5-fluorophenyl)(l//-imidazol-2-yl)methylidene]-5-[(l 

.thvlpipe ridin-4-vnaminoM,3-d ihvdro-2//-indol-2-one 

■ (3^lK2 4-dichLrQ-5-fluorophcnyl)(4-m ethyl-l//-^ 

r„ 'u..LL™^:„^-,,n,» m moi-ll.dihvdro-2//-indol-2-one . 



r f i J thyl r ; p e ridin-4-vnamino1-l,3- d ihvdro-2//-indol-?-onc 
{3 2) . 3 .[(lchloro-2-fluoropheWl)(4-met hy 



M lwlDinmdm-4-vl )*n,i™1-l .3-dihydm-2//-mdol-2-one and 



a single geometnc isomer, stereoisomer — • - tU „» rt f 

thereof L optionally as a pharmaceutical ^ acceptable .alt or hydrate thereof. 
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15. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
an ErbB2 inhibitor. 

1 6. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
an HSP90 inhibitor. 

17. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
selected from 17-AAG, 17-DMAG, Geldanamycin, 5-(2,4-dihydroxy-5- 
isopropylphenyl)-N-ethyl-4-(4-(morpholinomethyl)phenyl)isoxazole-3-carboxamide, 
and 6-chloro-9-((4-memoxy-3,5-dimethylpyridin-2-yl)methyl)-9//-purin-2-amine. 

18. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
an IGF 1R inhibitor. 

19. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
a VEGFR inhibitor. 

20. The method of Claim 3 where one or more of the chemotherapeutic agent(s) is 
a Raf inhibitor. 

21. The method of Claim 3 where one of the chemotherapeutic agent(s) is 
sorafenib. 

22. The method of Claim 3 where one of the chemotherapeutic agent(s) is selected 

from 

6-(2-butyl-l-hydroxy-3-oxo-2,3-dihydro-lH-isoindol-l-yl)-2//-l,4-benzoxazin- 

benzoxazin-3(4/Q-one . . — 

6-(l-hydroxy-2-{[4-(methyloxy)phenyl]methyl}-^ 

yl)-2//- 1 ,4-benzoxazin-3(4fl)-one . — 

6-(l-hydroxy-2-{[3-(methyloxy)phenyl]methyl}-3-oxo-2,3-dihydro-l//-isoindol-l- 

yl)-2//-l ,4-benzoxazin-3(4#)-one 

6-{2-[(4-fluorophenyl)methyl]^ 

1 ,4-benzoxazin-3(4/fl-one : 

6-(l -hydroxy-3-oxo-2-phenyl-2,3-dihydro- 1 //-isoindol-1 -yl)-2//-l ,4-benzoxazin- 

3(4//)-one . _ 

6-{2-[(3-bromophenyl)methyl]-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl}- 

2H- 1 ,4-benzoxazin-3(4fl)-one . 

6-{2-[(4-bromophenyl)methyl]-l-hydroxy-3-oxo-2,3-dihydro-li/-isoindol-l-yl}- 

2H- 1 ,4-benzoxazin-3(4//)-one — 

e-tl-hydroxyO-oxo^^-phenylpropyl^^-dihydro-liZ-isoindol-l-yll-^-l^- 

benzoxazin-3(4//)-one : 

6-{2-[(3,4-dichlorophenyl)methyl]-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l- 

yl ) -1H- 1 ,4-benzoxazin-3(4//)-one . 
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2H- 1 ,4-benzoxazin-3(4fl)-one 

6 . { 2.[(4-chlorophenyl)methyl]-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yU- 



6-{l-hydroxy-2-[(4-methylphenyl)methyl].3-oxo-2,3-dihydro-l//-isoindoM-yl} 



2H- 1 .4-b enzoxazin-3 (4//)-one 

6-[l-hydroxy-2-(l-methylethyl)-3-oxo-2,3-dihydro-lff-isoindoM-yl]-2//-l,4 



benzoxa ziii-3 (4//)-one _ _ — . — — — — r — — 

methyl {5-[l-hydroxy-3-oxo-2-(phenylmethyl)-2,3-dihydro-lf/-isoindol-l-yl]-lK- 



UlWUljrt \ L * — — — vi * - ' 

ben zimidazol-2-vU carbamate ^ — . . . . 

6 . { 2-[(3 5 4-dimethyl P henyl)methyl]-l-hydroxy-3-oxo-2,3-d 1 hydro-l//-isoindol-l- 



y\}.7 H-\ .4-ben20xazin-3(4//)-one . 

6-b-{[4-chloro-3-(trifluoromethyl)phenyl]methyI}-l-hydroxy-3-oxo-2,3-dihydro- 

ii/: :^ n i_i.«h.')W.1 4-hen7nxa7.in-3(4//Vone 



0-^-^|H-uiuuiu--» V"*""" ^ J * 

1 tf-i S oindol-l-Yn-2if-l ,4-benzo xazin-3(4/^-one , u 

6-(2-{[4-(dimethylamino)phenyl]methyl}-l-hydroxy-3-oxo-2,3-dihydro-lW- 

i s oindol-l-yl)-2//-1.4-benzoxaz in-3(4tf)-one 

"6-[2-(3-chlorophenyl)-l-hydroxy-3-oxo-2 ) 3-dihydro-l//-isoindol-l-yl]-2^1,4- 

benz oxazin-3(4tf)-one ^ — , 7 

S-P^-chlorophenyO-l-hydroxy^-oxo^^-dihydro-l/i-isoindol-l-yl]^//-!^ 

benzoxa zin-3(4//)-one . — — : oh 1 T~ 

- 6-[2-(3,4-dichlorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl]-2H-l J 4- 

benzoxazin-3 (4//)-one 



benzoxaz m-j(4»)-one . - — ■ — nTruTT 

6-[l-hydroxy-2-(4-methylphenyl)-3-oxo-2,3-dihydro-l//-.»soindol-l-yl]-2H-l,4 



j-^-^|^j,j-Liiaviiiwuij , r j -i , 

(phenylmethyl>2,3-dihydro- 1 H-isoindoM-g ng ^hvlrt h^T 

. . . x ^ j:i 1 1 £j -r>n<» 



^ ( m ^hYl»vy>-7 , t-dihvdro- 1 //-isoindol- 1 -one 1X „ ., T~ 

1 1 1 -> A-.U,,Am 1 H_ier>inHn1-1 -one . 



ph-nyl-? ,3-dihvdro-l /f-isoindol- 1 -one . . — - — 

l(2-{[3,5-bis(meth yloxy)phenyl]amino)-l//-benzimidazolO^ 

. . .. 1 1 j:i ) 1 U \cn\nAr\\. 1 -nrte 



j- v z-U J >°~ ms v incu v ,v v J 



meinyi ^-L 1 - 11 /" 1 "^ - 1 ~ ^ — ' - ' 

methyl- 1 ff -benzimidaz ol-2-vU carbamate „ „ ... . — . „ ■ ■ 1 

™W-benzimidazol-5-yl^^ 



^[Vhydroxy-S-oxo^-^ 



J-^l-lljrwvf/v/ -1 ~ — VI ✓ 



/■[1-HJUiua; ^ — VI - - ' 



6-vlM ,3-dihvdro-2//-isoindol-2-ynmeth v l }p i p e ndin e-l-carboxv ate 



yl V2// - 1 .4-benzoxazin-3(4tf )-one ^ — 



2//- 1 ,4-benzoxazin-3(4fl)-one 



493 



WO 2008/076415 PCT/US2007/025751 
6-{2-[(2-chlorophenyl)methyl]-l-hydroxy-3-oxo-2,3-diMro-l//-isoindol4-yl} 



2 H-\ ,4-ben20xazin-3(4fl)-one —tt-j — , „. ■ , , , „, x -?» 

6-{2-[(3-fluorophenyl)methyl]-l-hydroxy-3-oxo-2,3-dihydro-l//-isomdol-l-yl}-2«- 



2H-1 ,4-benzoxazin-3(4//)-one — 

6-{2-[(2-fluorophenyl)methyl]-l-hydroxy-3-oxo-2,3-d 1 hydro-li/-isoindol-l-yl}-2W- 



1 .4-benzoxazin-3(4#)-one r-jrq— ; — . „ ■ ■ , . i „i . 

"6-{2-[(2-bromophenyl)methyl]-l-hydioxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl} 



1 .4-be nzoxazin-3(4fl)-one . . - ■ . „ ,„ . , 

6-[2-(3-fluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -yl]-2//- 1 ,4- 



benzox azin-3(4//)-one . _ — . — — - - — 

e-tl-hydroxy-^-CS-iodophenyD-S-oxo^^-dihydro-lH-isomdol-l-yl]^^!^- 



benzox a2in-3(4//)-one . _ . 

6-[2-(3-bromophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl]-2^1,4- 



benz oxazin-3(4//)-one . , . „ .„ , ; 

6-[l-hydroxy-2-(3-nitrophenyl)-3-oxo-2,3-dihydro-l//-isoindol-l -yl]-2//-l ,4- 



benzo xazin-3(4//)-one . _ — - — — — — - n 0f7 

6-{l-hydroxy-2-[3-(methyloxy)phenyl]-3-oxo-2,3-dihydro-l//-isoindol-l-yl}-^«- 



1 .4-hen zoxazin-3(4tf)-one . — — — - ■ 

e-tl-hydroxy^KS-methylphenyD^-oxo^^-dihydro-lW^soindol-l-yl]^//-!^- 



methyl [6-(l-hyd^^^ 



be nzimidazol-2-yllcarbamate — , „ . . , . . „ ^ TTTT" 

e^aW^pl^ 



|! ^;nyM^^^ 



i lUdroxy-3-oxo-2-{[2-(^ 

. .... i \ ~.ir t a u««, n v ! .7in.'?MW-nne 



0^1"UJUIWAJ-J-U«v - 1 1.- v _ • 

isoindol- 1 -vl>2 K-l ,4-benzoxazin-3(4tf)-one „„,,.,_ . — i u ■ ni „A n \ 

ff|^^2-fluorop^ 



i- V l}- ?/y-1.4-benzoxazin-3(4//)-one — , „ . , . . u 1H _ 

6-{l-hydroxy-2-[^ 



o-tl-nyaroxy-j-uAu-i-\i-'-v"«""^ j ,r 

isoindol- 1 -yiyjw-i 4-henzoxazin-3(4fl)-one — — . 

r(2-U2,3ii S (methyloxy)phenyl]meth y l^ 



..i-v 17/1 a u™^nva-7in.1f 4 WVnne . . 



vl V2//- 1 ,4-ben zoxazin-3(4//)-one — — - — „ . ... . ., ? „ , 4 . 



l^ytoy-^ 

2//-1 ,4-benzoxazin-3(4//)-one _— - - 



494 



WO 2008/076415 PCT/US2007/025751 



6-( I -hydroxy-3-oxo-2- {3-[(trifluoromethyl)oxy]phenyl } -2,3-dihydro- 1 //-isoindol- 
-yl)-2//-l ,4-benzoxazin-3(4//)-one 



6-{l-hydroxy-3-oxo-2-[3-(trifluoromethyl)pheny^^ 
2H- 1 ,4-benzoxazin-3(4//)-one 



3-[ 1 -hydroxy-3-oxo- 1 -(3 -oxo-3,4-dihydro-2//- 1 ,4-benzoxazin-6-yl)- 1 ,3-dihydro- 
2//-isoindol-2-yl]benzenesulfonamide 



6- {2-[5-chloro-2-(methyloxy)phenyl]- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 - 
yl}-2H-\ ,4-benzoxa2in-3(4//)-one 



6-{2-[4-fluoro-3-(trifluoromethyl)phenyl]-l-hydroxy-3-oxo-2,3-dihydro-l/f- 

isoindol- 1 -yl) -2H- 1 ,4-benzoxazin-3(4//)-one „ 

3-hvdrQxv-3-n//-indol-6-vn -2-(phenylmethyl)-2,3-dihvdro-l//-isoindol-l-one 
,i ,~ » — , ■ ; v . . .,x i u—j — .... i ' ' ■> i »-; grt ;nHni-i-vn-7/ 



j-uyuiuAy-j-^iii-iiium-<j~ji; ^ vK" v "J A " l> ' t "J'/ j : 

6-[2-(3-fluoro-5-iodophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl]-2//- 



1 ,4-benzoxazin-3(4Z/)-one , 

6-[2-(3-aminophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -yl]-2H- 1 ,4- 



benzoxazin-3(4//)-one , . 

6-[2-(3,5-difluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -y\]-2H-\ ,4- 

benzoxazin-3(4//)-one ____ 

6-{ 1 -hydroxy-2-[3-(methylsulfonyl)phenyl]-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -yl}- 

2H- 1 ,4-benzoxazin-3(4//)-one . „ 

ethyl 3-[l-hydroxy-3-oxo-l-(3-oxo-3,4-dihy^ 

dihydro-2//-isoindol-2-yllbenzoate . 

3-[l-hydroxy-3-oxo-l-(3-oxo-3,4-dihydro-2//-l,4-benzoxazin-6-yl)-l,3-dihydro- 

2//-isoindol-2-yl1benzonitrile 



ZJ^-l^»ulllu^J^-■^'J , » j u^m.ui» m , — 

6-[2K2^hlorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isomdol-l-yl]-2//-l,4- 



bcnzoxazin-3 (4//)-one , . — . — — - — 

6-[2-(3-amino-5-chlorophenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isomdol-l-yl]- 

2H- 1 ,4-benzoxazin-3(4//)-one . , 

6-[2-(5-chloro-2-methylphenyl)^ 



2H- 1 ,4-benzoxazin-3(4//)-one 

6-[2-(3-chloro-2-methylphenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl]- 

2H- 1 ,4-benzoxazin-3(4//)-one 



e-PKS^ylphenyl^l-hydroxyO^x^^^y^l^-^^ 1 " 1 ^ 2 "" 1 ' 4 " 



benzoxazin-3(4//)-one . — _— 

6-[2-(3-ethynylphenyl)-l-hydroxy-3-oxo-2,3-dihydro-l//-isoindol-l-yl]-2//-l,4- 

benzoxazin-3(4//)-one 



oenzoxazin- j c*n j-wc . - — " — 

6-[l-hydroxy-2-(3-hydroxyphenyl)-3-oxo-2,3-dihydro-l//-isoindol-l-yl]-2//-l,4- 



benzoxazin-3(4/Q-one — - - - - 

6-{l-hydroxy-3-oxo-2-[3-(phenyloxy)phenyl]-2,3-dihydro-l//-isoindol-l-yl}-2/Y- 



1 ,4 -ben20xazin-3(4//)-otic — — . 

6-(l-hydroxy-3-oxo-2-{3-[(phenylmethyl)oxy]phenyl}-2,3-dihydro-l/f-isoindol- 

yl)-2//- 1 ,4-benzoxazin-3(4//)-one 



3.[l-hydroxy-3-oxo-l-(3-oxo-3,4-dihydro-2//-l J 4-benzoxazin-6-yl)-l J 3-dihydro- 

2//-isoindol-2-yllbenzamide . 

6-{l-hydroxy-2-[3-(hydroxymethyI)phenyl]-3-oxo-2,3-dihydro-l//-isoindol-l-yl}- 

2//- 1 ,4-benzoxazin-3(4//)-one . 

6-[2-(2-fluorophenyl)- 1 -hydroxy-3-oxo-2,3-dihydro- 1 //-isoindol- 1 -yl]-2//- 1 ,4- 



benzoxa2in-3(4//)-one . . 

3-hydroxy-3-[2-(methylamino)-l//-benzimidazol-5-yl]-2-(phenylmethyl)-2,3- 

dihydro- 1 //-isoindol- 1 -one . 
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